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Foreword

The Institute of Medicine convened the Clinical Research Roundtable (CRR) in early 2000 to pro-
vide a forum for stakeholders to discuss approaches to resolving both acute and long-term issues affect-
ing the Clinical Research Enterprise. It strives to enhance mutual understanding of clinical research
between the scientific community and the general public, while improving the public’s understanding of
and participation in clinical studies.

The stakeholders involved in the CRR include individuals from the academic health community,
federal agencies sponsoring and regulating clinical research, private-sector sponsors of clinical research,
foundations, public- and private-sector insurance programs, health plans and insurance companies, cor-
porate purchasers of health care, and representatives of patient interests.

Since its inception, the Roundtable has discussed many issues relevant to clinical research and has
sponsored several symposia, the proceedings of which are available on its website, www.iom.edu/crr.
The issues addressed by the CRR include workforce career development in clinical research across the
health profession; the linkage between discoveries in basic science and their application to improved
patient care; the essential coordination of clinical research within and between research entities and
disciplines; the ability of academic health centers to conduct clinical research and training; the broad
participation of health professionals in clinical research across all practice settings and emerging health
care systems; the timely incorporation into clinical practice of new research findings and findings on
health outcomes; and the availability of financial and other data to monitor and assess the different
components of patient- and population-based health research.

During the dialogue between the various stakeholders that has been facilitated by the CRR, the
Roundtable members realized that the Clinical Research Enterprise is not an entity; it is a very complex
enterprise made up of many stakeholders—the doctors, the patients, the public, the academic health
centers, the industry entities—who do not necessarily function in a seamless fashion.

The CRR has identified four major challenges to the Clinical Research Enterprise: enhancing public
participation in clinical research, which includes making the system safer and faster; developing the neces-
sary information systems that are needed to make the clinical research enterprise a coordinated and seam-
less whole; fostering an adequately trained workforce; and ensuring adequate funding for clinical research.

In addition, the CRR has identified two translational blocks—from basic science into clinical prac-
tice and from the clinical identification of things that work into broader application to improve medical
care and the public’s health. This workshop summary addresses the contribution of the public to over-
coming these obstacles.
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Workshop Summary

The Clinical Research Enterprise depends upon practi-
tioners, policy makers, and others for participation in trials,
ethical review of research, and continued support of research
funding. However, the role of the public has expanded be-
yond this traditional model as consumers have begun to de-
mand a role in the formulation of the research agenda and in
the design, review, and pursuit of research. In addition, con-
sumers are taking a greater role in accessing health informa-
tion and pushing for better translation of research into prac-
tice.

Exploring the role of the public in the Clinical Research
Enterprise was the focus of this workshop. Mary Woolley of
Research! America opened the workshop by noting that sup-
port for research is strong, but the public lacks much basic
knowledge about the Clinical Research Enterprise.

NIH Director Dr. Elias Zerhouni added that engaging
the public in the Clinical Research Enterprise is a strategic
imperative for several reasons—the public can aid the trans-
lation of research findings into practice, help to speed up the
clinical research process, and help to make the research pro-
cess more efficient. He also noted that translation from clini-
cal findings into practice is often the weak link in the Enter-
prise and that there is a need for improved infrastructure to
support the National Clinical Research Enterprise. The three
major priorities for engaging the public in the Clinical Re-
search Enterprise listed by Dr. Zerhouni are trust, ongoing
bi-directional communication between the research commu-
nity and the public, and education.

WHAT IS PARTICIPANT-CENTERED RESEARCH?

Defining Participatory Research

Dr. Larry Green stated that members of the public tradi-
tionally have been seen as passive recipients of research re-
sults rather than as active partners in the Clinical Research
Enterprise. Participatory research extends the role of the pub-

lic in clinical research beyond participation in trials. It ac-
tively involves members of the public in the research pro-
cess by incorporating public views in the prioritization, re-
view, and translation and dissemination of research. This
fosters trust in the Clinical Research Enterprise, increases
research participation, addresses issues of the most impor-
tance to communities, and aids the translation of research
results into practice.

Participatory research has been in existence in various
forms for decades, but is difficult to define in practice. The
CDC, in collaboration with the University of British Colum-
bia, has defined it as a “systematic inquiry, with the collabo-
ration of those affected by the issue being studied, for pur-
poses of education and taking action or effecting change”
(Green et al., 1996). Workshop participants used the terms
community-based participatory research, participatory re-
search, community-based research, and participant-centered
research to describe similar concepts.

Benefits of participatory research listed by Dr. Green
and others include:

» enhanced data quality and quantity;

e results are more immediately actionable in local
situations;

« results are relevant to the interests, circumstances,
and needs of those who would apply them;

» findings are more credible to practitioners and
policymakers;

» translation and sustainability of research findings
are enhanced;

e research awareness is increased;

e trust between the research community and the pub-
lic is enhanced;

»  research definitions and directions are improved;

» translation and sustainability of research findings is
enhanced; and

e the community’s health, education, and economic
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situation are improved as a result of involvement in partici-
patory research programs.

Disadvantages of greater participant involvement, out-
lined by Dr. Jerome Yates, include:

e program costs for training efforts and committee
discussion time; and

e  participation costs such as time for learning and
ensuring that participant members can stand behind their
views when questioned by scientists and others.

Factors to Facilitate the Use of Participatory Research

Successful community-based participatory research
(CBPR) should include community focus and equal collabo-
ration between community and academic partners, and
should ultimately benefit the community, according to Dr.
Marshall Chin. Creating centers and other resources to help
investigators make contacts in the community and changing
how CBPR is viewed within academic health centers could
encourage CBPR at academic institutions.

According to Dr. Chin, the community-based participa-
tory research system would be improved by developing:

e pilot developmental grants;

e incentives for community members and research-
ers to work together;

e grant review study sections that understand and
value CBPR; and

e  appropriate grant review criteria for CBPR.

To encourage CBPR at academic institutions:

» the next generation of professors who are more ac-
cepting of participatory research could influence others;

» foundations and others could create programs to
support postdoctoral fellowships in CBPR;

* institutions could create centers and resources to
help investigators make contacts in the community; and

e institutions could change how CBPR is viewed in
academic health centers, particularly for tenure and promo-
tion decisions.

Participant Involvement

Zelda Tetenbaum noted that engaging the public in clini-
cal research is difficult until people actually have a disease
and see a trial as a potential last hope. Literacy Volunteers of
America, American Cancer Society’s “Reach to Recovery”
program, and the Research Subject Advocacy Programs at
General Clinical Research Centers provide some models for
engaging the public in the clinical research enterprise and
enabling potential participants to better understand research.

Informed consent and conflicts of interest are major
concerns for patients, families, and patient advocates, said
Ms. Tetenbaum. Informed consent should be an ongoing
and significant process. The Association of American
Medical Colleges, Association of American University,
Institute of Medicine, National Bioethics Advisory Com-
mission, and the National Human Research Protections
Advisory Committee have recently offered recommenda-
tions to address the issue of conflicts of interest, and the
U.S. Department of Health and Human Services has drafted
guidance on the topic.

Encouraging Participant Enrollment and Physician
Awareness

Doctors’ recommendations, awareness in the commu-
nity, and association with people who have participated
in research were identified by workshop participants as
important factors that promote participant enrollment in
clinical research. However, Dr. Leslie Ford noted that
there is little organized data that would indicate the most
influential factor for encouraging participation in clinical
research.

Dr. Jerome Yates noted that awareness on the part of
trusted physicians is critical to encourage participant enroll-
ment in clinical trials. However, many physicians are un-
aware of available clinical trials.

Challenges to Community Involvement

Challenges to community-based participatory research
and potential solutions offered by workshop participants in-
clude:

e public’s distrust of scientists and research—re-

searchers must be prepared to meet community needs;
. power imbalance—establish equal partnerships that

acknowledge strengths and weaknesses of all parties;

e multidisciplinary needs—involve a broad spectrum
of disciplines in the research process;

» the need to educate and engage the public, includ-
ing doctors—make trial information more accessible and
train staff.

Effectiveness of Public Involvement

Dr. Kenneth Olden stated that the most important mea-
sure of the success of CBPR is the short- and long-term im-
pact on public health and health policy of research using the
CBPR process. Two outcomes that could be used to measure
the success of CBPR are involvement of more members of
the public in the research process and improvement of the
overall health of the public. The latter is more difficult to
determine and measure.
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Model Participatory Research Collahorations

Models for collaboration include the approach of the
National Institute of Environmental Health Sciences, the
Congressionally Directed Medical Research Programs, the
National Breast Cancer Coalition, Genentech’s collabora-
tion with breast cancer advocates, the American Cancer
Society’s Stakeholder Program, and the National Cancer
Institute’s Community Clinical Oncology Program.

INCREASING THE ROLE OF THE PUBLIC IN
RESEARCH OVERSIGHT

I0M Report

The review of research involving human participants is
essential to the conduct of ethical research. Members of the
public are not only affected by the results of such reviews,
they also play an important role in the review process. As
outlined by the IOM report, Responsible Research: A Sys-
tems Approach to Protecting Research Participants, trans-
parency of this process also is crucial to maintaining the
public’s confidence in research (IOM, 2003).

Dr. Daniel Federman, chair of the Committee on As-
sessing the System for Protecting Human Research Partici-
pants, discussed the recommendations of the committee re-
garding participant involvement in the oversight and review
of research. The report also addresses the importance of
quality improvement activities in the process of human pro-
tections. The committee’s recommendations discussed by
Dr. Federman during the workshop include the following:

e All research involving human participants should
take place within the framework of a human research par-
ticipant protection program (HRPPP) that fosters a culture
of ethical research conduct and integrity and is supported by
the highest authorities within organizations and given the
resources to function effectively;

e A three-pronged process of review that includes
complementary assessments of science, financial conflicts
of interest, and a comprehensive review focused on ethics
should be utilized to review research. It is essential that these
review mechanisms be properly staffed and able to share
information effectively with each other;

e At least 25 percent of the Research ERB member-
ship should be unaffiliated and nonscientific;

¢ Obtaining informed consent should be an ongoing
process rather than a discrete moment;

*  Allstudies that have more than minimal risk should
be monitored, with prompt reporting of adverse events to
investigators and Research ERBs, as well as sponsors; and

*  People nonnegligently injured in the course of re-
search should be compensated for at least medical care and
rehabilitation expenses, without regard to fault.

The government should assume responsibility for collecting
baseline data on the protection system. Currently, no one
knows either the number of people injured in research or the
number of people participating in research (the “numerator”
and “denominator”).

Issues Regarding Independent Members of IRBs

Nancy Dubler noted that some IRB chairs have wel-
comed the prospect of more public members, but others have
expressed concerns, as have unaffiliated, nonscientist IRB
members. Her certification program aims to address the con-
cerns of both of these groups by educating and recruiting
unaffiliated, nonscientist IRB members as well as providing
guidelines for them.

Angela Bowen discussed Western IRB, an independent
review board that could serve as a model for others. WIRB
panels are generally composed of three physicians, three
other scientists, and three nonscientists, and use alternates
and consultants as necessary. They meet weekly, and mem-
bers are paid for their service. The Board offers nonfinancial
support to its members as well, including training, indemni-
fication, and adequate staff support. Service on IRBs by un-
affiliated and faculty members could be encouraged by rais-
ing the profile of IRBs, compensating for time away from
other work, and including IRB service in tenure and promo-
tion decisions, according to Dr. Bowen.

Public Involvement in the Accreditation Process

Marjorie Speers emphasized the importance of public
involvement in oversight, including a human research pro-
tection program accreditation process. This is one way of
fostering public trust and increasing public support. The
board of directors of the Association for the Accreditation
of Human Research Protection Programs (AAHRPP) in-
cludes five public members, and the Association incorpo-
rated participant concerns into its standards. Potential re-
search participants can use the accreditation status of
institutions as an aid to decision-making when choosing
whether to participate in research at a particular site.
AAHRPP will make public the accreditation status of insti-
tutions.

New Models of Ethical Review

Dr. Greg Koski stated that in the current system, there is
an overreliance on IRBs to ensure that research participants
are protected. The ethical conduct of research requires the
support of an entire program, which includes an effective
administrative staff, an information system, and a communi-
cation system, as well as quality assurance, management, and
compliance functions. He further emphasized that the goal of
the protection system should be prevention of harm and ex-
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cellence in the conduct of research rather than simple com-
pliance with the regulations.

Alternatives to the current system of ethical review in-
clude the distributed network consortium, centralized con-
sortium, tandem, and practice-based network models. These
models will function only to the degree that institutions are
willing to trust their review partners.

Currently, interpretation of ethical review regulations is
extremely variable. OHRP offers guidance for interpretation
and hopes that its developing quality assurance process will
provide a “gold standard reference” of best practices to share
through OHRP. The first phase, quality assurance, has be-
gun and the tools are available from OHRP.

STEPS TO IMPROVE THE TRANSLATION AND
DISSEMINATION OF THE RESULTS OF CLINICAL
RESEARCH

The Internet and Health Communication

The Internet is now the primary way that most people in
the United States get health information, according to Dr.
Barry Wolcott of WebMD. The Internet can be used to con-
duct research, facilitate connections between researchers and
potential participants, and promote behavioral change. He
emphasized that the Internet should be a major component
of any marketing campaign to recruit for clinical trials and
IRBs. However, there are concerns about privacy, confiden-
tiality, validity, and credibility on the Internet that must be
addressed.

The Role of VHAs

Voluntary Health Associations (VHAs) inform patients
about the availability of clinical trials, recruit patients to tri-
als, sometimes conduct or fund trials, and provide informa-
tion about research results. John Walsh noted that several
VHAs have expressed frustration about the difficulties of
getting, sharing, digesting, and translating existing informa-
tion; the lack of basic information collected about their dis-
ease; and the lack of information about indirect costs to soci-
ety of particular diseases.

The Alpha-1 Foundation is a model of community-cen-
tered collaboration that includes consumers, clinical re-
searchers, government, and industry, all of which are part of
the research infrastructure employed by the group. Commu-
nity-centered research coordination includes stakeholder li-
aison meetings; expert advisory committees; FDA participa-
tion; consideration of ethical, legal, and social implications;
and outcome studies.

Translation and Dissemination of Research Results at NIH

NIH has employed consensus development conferences
for 25 years in order to consolidate and communicate infor-

mation of public health importance. The public aids in iden-
tifying issues of importance and in interpreting some infor-
mation. The results of the conferences are distributed to tar-
geted audiences. However, there is still a need for evidence
about how to translate this knowledge into behavioral
change.ClinicalTrials.gov was launched in early 2000 to pro-
vide a single point of access for reliable trial-related infor-
mation. The site is easily searchable and contains approxi-
mately 7,100 trial listings. The entries include the purpose,
eligibility criteria, location, contact information, number of
patients required, and the study status of the trials.

According to Steve Katz, challenges to translating and
disseminating information include:

e translating knowledge into behavior change of
health care providers and the public;

*  making information available to all Americans (this
includes disseminating information at an understandable lit-
eracy level, and sensitivity to culture and vulnerable popula-
tions);

e making information available in many forms;

e knowing when and how to communicate the infor-
mation; and

e providing enough valid information.

Targeting Messages

There is a need for more research about how to engage
health care practitioners in lifetime learning. Dr. Wolcott
commented that restating research findings, such as those
presented in NIH Consensus Reports, in the form of specific
questions for patients to ask their physicians would encour-
age practical use of the research. Personal interest stories,
such as those pairing a patient and doctor to talk to the me-
dia, also can aid in the dissemination of information.

Funding for Research Translation

Dr. Hugh Tilson noted that there is a lack of funding for
research to determine the most effective mechanisms for
translating and disseminating research results. Dr. Wolcott
noted that companies build these costs into their expenses
for research and development, but other sectors have not
marketed discoveries with the same vigor.

CONCLUSION

During the workshop, speakers identified obstacles to
the application of community-based participatory research
and also potential ways to counter those obstacles. The Clini-
cal Research Roundtable will continue to address similar is-
sues that affect the Clinical Research Enterprise to ensure
that it is functioning optimally—producing and sharing the
results of research that are necessary to improve human
health.



Priorities for Engaging the Public
in the Clinical Research Enterprise

WORKSHOP INTRODUCTION

A recent editorial in the Journal of the American Medi-
cal Association noted that the clinical research enterprise is
in crisis (Rosenberg, 2003). The accompanying article iden-
tified enhancing public participation in the Clinical Research
Enterprise as a top priority for ensuring that the Clinical
Research Enterprise is functioning optimally (Sung et al.,
2003). Key concerns regarding public involvement in clini-
cal research include conflicts of interest, diversity of partici-
pation, community involvement, safety, and privacy. Be-
cause participatory-based research methods involve
members of the public in all stages of the design and conduct
of research, there is greater opportunity to address diversity
of participation, community involvement, privacy, and other
concerns. Training for clinical researchers and participants
about the ethical conduct of research, including policies and
procedures to monitor financial conflicts of interest, also
have been suggested as ways to address these concerns
(IOM,, 2003; Schwetz and Dobs, 2002; Sung et al., 2003).
For these reasons, enhancing the role of the public in the
Clinical Research Enterprise was the focus of this workshop.

Opening the workshop, Mary Woolley, M. A., President
of Research! America, noted that members of the public—
patients, healthy participants, family members, and others—
are very willing to take part in the research process. Re-
search, she said, offers hope, which is a powerful motivator
for the public to work with the research community.

Researchers, too, are committed to speeding up the re-
search process and making it as safe as possible through ac-
countability and a willingness to learn from the public and to
answer questions about research. Ms. Woolley cautioned,
though, that the research community must stay out of the
lecture mode and out of the habit of thinking that researchers
know what the public “needs to know.” Instead, they should
listen to and learn from members of the public, she said.

Numerous polls have shown that the public believes that

supporting research is a very high national priority, as re-
flected by the bipartisan commitment to double the National
Institutes of Health (NIH) budget in five years. However,
Ms. Woolley pointed out that only about half the members
of the public can name a single place where research is con-
ducted (Charlton Research Company, 2002a). In addition,
only about 2 percent recognize the NIH and its purpose
(Charlton Research Company, 2002b). Ms. Woolley stated
that members of the public want to be involved and will
listen and learn as quickly as possible, but they do not want
to be patronized. The public will be respectful, but they will
not be docile; they will help researchers because all of us
want research to succeed.

The research community has not been very successful
in attracting patients to participate in clinical trials—only 4
percent of adult cancer patients are enrolled in clinical trials,
commented Ms. Woolley. Research is an enterprise that most
people have had no contact with, and in the past, researchers
appear to have liked it that way, thinking that people without
scientific training could not understand, much less intellec-
tually contribute to, their research.

Patient engagement should inform and saturate every
aspect of research, from formulating a research agenda to
study design, to study review, to oversight at all levels, to
dissemination and to translation to practice, she noted. This
requires making a seat at the table for not just one but for
several nonscientists.

According to Ms. Woolley, the purpose of the work-
shop was not to determine a rigid definition of what patient-
centered research should or should not be, but rather to iden-
tify and agree to act upon ways in which the research
community can more actively and more productively engage
the public.

Ms. Woolley concluded by describing the ideal outcome
of engaging the public in clinical research. At that point, she
said, when a member of the public asks a researcher what
she does, the researcher will respond, “I am a researcher. I
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work for you. I serve the public’s interest.” And the ques-
tioner will not say, “What are you talking about?” but in-
stead will reply, “Yes, I know how research works for me;
tell me how I can do more to support research.”

PRIORITIES FOR ENGAGING THE PUBLIC

Since National Institutes of Health (NIH) Director Dr.
Elias Zerhouni began his tenure at NIH in May 2002, he has
quickly confronted a number of challenges facing the Insti-
tutes. At the workshop, he made clear that engaging the pub-
lic in the clinical research enterprise is a top priority.

According to Dr. Zerhouni, engaging the public must
be considered not as a nice gesture, but as a “strategic im-
perative” for a number of reasons. First, translating basic
advances into clinical reality is increasingly difficult. Sec-
ond, discoveries and clinical validation must be accelerated
to meet the rapid growth rate of healthcare needs and expen-
ditures. As a percentage of GDP, the United States has the
highest expenditure on health care in the world, and that rate
is increasing (Levit et al., 2003). Third, clinical approaches
must be more efficient, by an order of magnitude, than cur-
rent ones. Finally, public support and participation are es-
sential, because these goals cannot be achieved without the
public’s help and understanding. Dr. Zerhouni pointed out
that public participation in AIDS trials and coronary heart
disease research has led to declines in the number of deaths
from those diseases.

“There is no doubt that if we just keep practicing medi-
cine as we know it today, there is very little that we can see
that will change the population dynamics of health and dis-
ease in our country,” Dr. Zerhouni noted. He listed three
major priorities to further engage the public in the clinical
research enterprise: trust, ongoing bi-directional communi-
cation, and education.

Trust

While trust, defined by Dr. Zerhouni as “the ability to
predict someone’s behavior,” has been an issue of concern
for some time, it is now ‘“‘the number one issue, and we need
to tackle it and tackle it fully,” he said. Retaining the trust of
the public requires transparency, predictability, respect, qual-
ity assurance, and a vibrant and respected national Clinical
Research Enterprise.

In Dr. Zerhouni’s view, there are many aspects of the

“There is no doubt that if we just keep practicing medicine as we
know it today, there is very little that we can see that will change
the population dynamics of health and disease in our country.”

—+Flias Zerhouni

relationship between the public and the Clinical Research
Enterprise that are not sufficiently transparent. He cited con-
flict of interest as one example, noting that conflicts must be
addressed in a manner that is transparent both in reality and
in the perception of the public. An actual lack of transpar-
ency can foster distrust, but so can the perception that there
is a lack of transparency.

Dr. Zerhouni commented that maintaining a cadre of
scientists and investigators who possess an invariant set of
core values is important to foster predictability. Currently, in
Dr. Zerhouni’s view, the public believes that the core values
are variable or not as strong as they should be within the
Clinical Research Enterprise. He noted that a system cannot
be built on regulations alone if it is to gain the trust of the
public.

“It is no longer possible for us to tell people what research we are
going to do from the top. We need to have collaboration; other-
wise, you will not get the results that you want from the Clinical
Research Enterprise.”

—Elias Zerhouni

Respect also is essential if the Clinical Research Enter-
prise is to retain the trust of the public, but the question is
how to create the necessary respectful relationship. Privacy
issues are one component of this relationship. Furthermore,
with such a large Clinical Research Enterprise, there is a
need for quality assurance mechanisms, including the
credentialing of investigators, according to Dr. Zerhouni.

Dr. Zerhouni noted that the current system is not work-
ing properly. In his view, the problem cannot be fixed
through unitary solutions, but will require a systems engi-
neering approach, including an assessment of the relation-
ships in the system between patient advocacy groups, the
public, academic health centers, and community physicians.
He noted that the ability of the United States to extract clini-
cal research data from its investment in health care is not
comparable to that of other countries, such as Sweden or
England, because of a fragmented health care system in the
United States and a lack of an interoperable information in-
frastructure.

Bi-Directional Communication

Referring to bi-directional communication between the
research community and the public, Dr. Zerhouni said, “It is
no longer possible for us to tell people what research we are
going to do from the top. We need to have collaboration;
otherwise, you will not get the results that you want from the
Clinical Research Enterprise.” He noted that public input at
NIH is protean, and currently relies primarily on one-way
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communication. The Council of Public Representatives
(COPR) is an example of public input. Dr. Zerhouni believes
that there is a need to ensure that patient advocacy groups
are involved in collaboration early in the process, because
they can accelerate the pace of research and can make it
more effective and cogent.

The United States public is diverse, and therefore, there
is no one-size-fits-all solution. There are many, many ways
to engage the public, but there has not been enough scientific
study on the most effective ways to interact with the public,
Dr. Zerhouni commented. Communication must be adapted
to each segment of the public and be sensitive to trusted
intermediaries such as doctors, patient advocacy groups,
churches, and the media, he said. Dr. Zerhouni cited the
media as a particularly important conduit for information. In
addition, he noted that some members of the public, such as
minorities and underserved people, are left out; they need to
be included in the process.

Physicians are essential for a vibrant Clinical Research
Enterprise, but the proportion of academic physicians con-
ducting and translating research has decreased since 1980—
6 percent of doctors reported research as their primary career
activity in 1980 versus 2 percent in 2000, according to data
from the Medical Marketing Service presented by Dr.
Zerhouni. “So, no matter how you slice it, we are in a crisis
mode,” said Dr. Zerhouni.

Education

Dr. Zerhouni also commented that currently, there is a
need to better educate the public about clinical research. He
also noted that a well-informed public is supportive of clini-
cal research and that public trust is based on education. He
called upon clinical researchers to ensure that information
given to the public is accurate and not misleading. He cau-
tioned against creating false expectations in the public on the
basis of incomplete information and called on NIH and oth-
ers to “take the highest road possible on these issues.”

“Engaging the public is a major priority, it is a national priority, it
is not an option.”
—Elias Zerhouni

Dr. Zerhouni cited the Internet as one source to educate
the public. Compared to other federal dot.gov websites, NIH
is the most visited site in the country, with around 3.6—4.6
million users per month in 2002, according to NetRatings,
Inc. “Engaging the public is a major priority, it is a national
priority, it is not an option,” said Dr. Zerhouni. To do this,
there is a need to move from an institution-centric and inves-
tigator-centric system to one that is patient-centric.

KEY ISSUES FACING THE CLINICAL RESEARCH
ENTERPRISE

Asked about the challenge of translating research dis-
coveries into practice, Dr. Zerhouni responded that the prob-
lem is complex, and that there is a need to address the eco-
system—the relationship of academic health centers and
communities to each other. He added that there already is a
deficit (of practitioners, funds, etc.) facing clinical practice,
without the additional resources needed to translate research
into practice.

He noted that often the weak link in the Clinical Re-
search Enterprise is translating findings into practice, in part
because economic terms do not support this. Researchers
make their discoveries and then move on to the next project,
because this is where the funding is. Referring to the need to
address clinical research as an enterprise, Dr. Zerhouni com-
mented that the elements of the discussion will have to in-
clude how to standardize and build a common infrastructure
across the country and how to serve the country better in
terms of spending on health care that is not effectively edu-
cating doctors about what is right for patients.

The public and private sectors should not be completely
separate, but appropriate safeguards are essential to earn
public trust, according to Dr. Zerhouni. “It is a symbiotic
relationship, and we will have to do as well as we can to
make sure that you have the ability to translate those discov-
eries into reality,” he said.

Regarding the perceived bias in funding of clinical ver-
sus basic research, Dr. Zerhouni countered, that the numbers
do not indicate to him that there is a cultural bias. In fact,
because study sections have been redesigned to facilitate the
review of clinical research by a critical mass of peers, the
success rate of clinical applicants is now similar to that of
other applicants for funding. He further commented that he
wants a balanced portfolio that looks at the impact of the
research that is being done.

Dr. Zerhouni, responding to a question about NIH fund-
ing more outcomes research, commented that measuring to
ensure that the modifications to healthcare patterns are more
effective than those currently in use is very desirable. How-
ever, he added that while this is important, it is not the mis-
sion of the NIH to support a lot of outcomes research, unless
there is potential to make a quantum change in the way clini-
cal research is conducted.The clinical research system needs
to be reengineered in a multidisciplinary fashion to best serve
the country, he said. Referring to input from advocacy groups
to the NIH, Dr. Zerhouni said that he is very impressed with
the amount of interaction that occurs: The Institutes are very
open. They have public representation on their Councils. “I
don’t have that sense of an ivory tower fortress from the
Institutes,” he commented. However, he noted that cross-
Institute coordination is more complicated.

Furthermore, he commented that earmarking congres-
sional funds is detrimental, and the groups that focus solely
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“[There is a need to] work with patient advocacy groups, especially
when you can have combinations of advocacy groups with a scien-
tific agenda that really understand the spectrum of research activi-
ties that need to occur for progress in any one disease to happen.”

—+Flias Zerhouni

on one disease or outcome are not necessarily helpful to the
larger process. There is a need to “work with patient advo-
cacy groups, especially when you can have combinations of
advocacy groups with a scientific agenda that really under-
stand the spectrum of research activities that need to occur
for progress in any one disease to happen,” he commented.
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Box 1.1 Summary

Mary Woolley

Support for research is strong, but the public lacks much basic
knowledge about the Clinical Research Enterprise and the research
process.

Researchers and others have had limited success recruiting par-
ticipants to clinical trials.

The research community is committed to making the research pro-
cess faster and safer.

Patient and public involvement is important at every stage of the
research process.

Elias Zerhouni

Engaging the public in the Clinical Research Enterprise is a strate-
gic imperative, because the public can aid the translation of research
findings, help to speed up the clinical research process, and help to
make the process more efficient.

The three major priorities for engaging the public in the Clinical
Research Enterprise are:

e Trust (requires transparency, predictability, respect, and qual-
ity assurance),

e (Ongoing bi-directional communication between the research
community and the public (tailored to a diverse public),

e FEducation (to foster a greater understanding of research and
increase support for it).

e Translation from clinical findings into practice is often the weak
link in the Enterprise.

There is a need for improved infrastructure to support the National
Clinical Research Enterprise.




What Is Participant-Centered Clinical Research?

INTRODUCTION

The Clinical Research Enterprise depends upon and ul-
timately serves the interest of the public, yet members of the
public often have been seen as passive recipients of research
results rather than as active partners in the Clinical Research
Enterprise.

Participatory research actively involves the public in the
research process by incorporating public views and repre-
sentation into the prioritization, review, conduct, and trans-
lation and dissemination of scientific research. This fosters
trust in the Clinical Research Enterprise, increases research
participation, addresses issues of the most importance to
communities, and aids the translation of research results into
practice.

According to participants of a National Institute of En-
vironmental Health Sciences (NIEHS) meeting about com-
munity-based participatory research (CBPR) held in 2000,
CBPR can benefit schools of public health, state and local
health departments, and public and private funding institu-
tions, as well as the general public. The overall benefits of
CBPR identified by meeting participants were enhancement
of data quality and quantity by establishing trust; moving
beyond categorical approaches; improving research defini-
tions and direction; enhancing translation and sustainability
of research findings; and improving the community’s health,
education, and economics by sharing knowledge obtained
from projects (Fallon et al., 2000).

The participants in this section of the workshop focused
on the basics of participatory research and models for its
application. Because participatory research is loosely defined
and exists in multiple forms, workshop participants used the
terms community-based participatory research, participatory
research, community-based research, and participant-cen-
tered research to describe similar concepts. Similarly, the
term “‘community” is used in multiple contexts to describe
communities consisting of various individuals and locations
and of various sizes. Larry Green offered a definition of par-

ticipatory research and outlined some of its benefits.
Marshall Chin described factors that facilitate participatory
research. Zelda Tetenbaum discussed the Council of Public
Representatives and research participant issues. Kenneth
Olden described participatory research at the NIEHS. Fran
Visco discussed the National Breast Cancer Coalition and its
role as an advocacy organization, Kenneth Bertram spoke
about the Congressionally Directed Medical Research Pro-
grams, and Jennifer Bryson described the partnership be-
tween Genentech and breast cancer advocates for the
Herceptin trial. Jerome Yates discussed the stakeholder pro-
gram of the American Cancer Society. Leslie Ford concluded
this portion of the workshop by describing the Community
Clinical Oncology Program of the National Cancer Institute.

DEFINING PARTICIPATORY RESEARCH

Lawrence W. Green, Dr.P.H., Director, Office of Sci-
ence and extramural research at the Centers for Disease Con-
trol and Prevention (CDC), began the discussion about par-
ticipant-centered research by citing the two translational
blocks to applying science to improve human health—from
basic science to clinical research and from new knowledge
to practice (see Figure 2.1). Engaging participants more ac-
tively in clinical research primarily addresses the second
block by aiding the application of studies carried out in re-
search settings to situations in which they can serve the most
people most effectively.

Participatory research has been in existence in various
forms for decades, and there is a body of literature about the
topic and some experience from which to draw, particularly
from research in developing nations.! However, the term

I Israel BA, et al., 1998 provides an overview of community-based re-
search and has 200 references to the work of others. In addition, the recently
published Community Based Participatory Research for Health offers in-
formation about the history and origins of CBPR, as well as theoretical and
methodological issues (Minkler and Wallerstein., 2002).
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FIGURE 2.1 The Translational Blocks

participatory research is difficult to define in practice, com-
mented Dr. Green.

To address this lack of definition, the CDC, in collabo-
ration with the University of British Columbia, is develop-
ing a set of guidelines and criteria for participatory research
that define it as a “systematic inquiry, with the collaboration
of those affected by the issue being studied, for purposes of
education and taking action or effecting change” (Green et
al., 1996; see Box 2.1).2

According to Dr. Green, participatory research has three
defining elements: science, co-learning, and action. Each
criterion for classifying participatory research can be placed
on a continuum from most participatory to least, and each
alternative emphasizes one of the three objectives, generally
at some cost to the other goals.

While a definition of participatory research is impor-
tant, Dr. Green emphasized that understanding what partici-
patory research is not also is essential. It is not, for example,
just involving people more intensively as subjects in con-
ventional research. It also is not an alternative research meth-
odology. Rather, it is an approach that can be applied to any
methodology—survey, epidemiological, experimental,
qualitative, or others—appropriate to the research questions
that people want answered.

“Participatory research is not the academic researcher
merely going out to the community for a perfunctory meet-
ing to explain the laudable purpose and methods of the re-
search,” he commented. These meetings should take place in
the interest of informed consent, but alone they do not con-
stitute participatory research, he added.

Dr. Green listed multiple benefits of participatory re-
search, including:

2 An Institute of Medicine report, The Future of the Public’s Health in
the 21st Century, was released on the day of the workshop. That report
defines community-based participatory research as “involving all stake-
holders in each aspect of a study designed to evaluate the application and
impact of new discoveries aimed at improving the health of a defined popu-
lation, frequently involving the evaluation of interventions designed to pro-
mote health in community settings” (IOM, 2003a, p.382).

* results are relevant to interests, circumstances, and
needs of those who would apply them;

e results are more immediately actionable in local
situations for patients and/or practitioners; and

e generalizable findings are more credible to practi-
tioners and policymakers elsewhere, because they were gen-
erated in partnership with people like themselves.

Flexibility and adaptation to local circumstances are
important factors for getting the most from applied scientific

“[Participatory research] represents an innovative and valuable
corrective to the tendency of conventional clinical research to pack-
age intervention methods and programs into one-size-fits-all, off-
the-shelf approaches based on a notion of universal best prac-
tices.”

—Lawrence Green

research. Dr. Green said, “[Participatory research] represents
an innovative and valuable corrective to the tendency of con-
ventional clinical research to package intervention methods
and programs into one-size-fits-all, off-the-shelf approaches
based on a notion of universal best practices.”

The local, contextual considerations also offer an alter-
native to centralized regulations for protecting research par-
ticipants by building trust. According to Dr. Green, there has
been a “push” from government agencies and foundations
for researchers to move their research into the community.
This push needs to be coupled with a “pull” from clinical
practitioners and community-based organizations, he said.?

3 See also Green LW and Mercer SL. 2001. Can Public Health Research-
ers and Agencies Reconcile the Push from Funding Bodies and the Pull
from Communities? American Journal of Public Health 91(12):1926-1929.
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Box 2.1 Guidelines for Classifying Participatory Research Projects in Health Promotion

1. Participants and the nature of their involvement:
(@) Is the community? of interest clearly described or defined?
(b) Do members of the defined community participating in the research have concern or experience with the issue?
(c) Are interested members of the defined community provided opportunities to participate in the research process?
(d) s attention given to barriers to participation, with consideration of those who have been underrepresented in the past?
(e) Has attention been given to establishing within the community an understanding of the researchers’® commitment to the issue?
() Are community participants enabled to contribute their physical and/or intellectual resources to the research process?

2. Origin of the research question:
(a) Did the impetus for the research come from the defined community?
(b) Is an effort to research the issue supported by members of the defined community?

3. Purpose of the research:
(@)  Can the research facilitate learning among community participants about individual and collective resources for self-determination?

(b)  Can the research facilitate collaboration between community participants and resources external to the community?
(c) Isthe purpose of the research to empower the community to address determinants of health?
(d) Does the scope of the research encompass some combination of political, social, and economic determinants of health?

4. Process and context—methodological implications:

(@)  Does the research process apply the knowledge of community participants in the phases of planning, implementation, and evaluation?
(b)  For community participants, does the process allow for learning about research methods?

(c) For researchers, does the process allow for learning about the community health issue?

(d) Does the process allow for flexibility or change in research methods and focus, as necessary?

(e) Are procedures in place for appraising experiences during implementation of the research?

() Are community participants involved in analytic issues: interpretation, synthesis, and the verification of conclusions?

5. Opportunities to address the issue of interest:
(@) s the potential of the defined community for individual and collective learning reflected by the research process?
(b) Is the potential of the defined community for action reflected by the research process?
(c)  Does the process reflect a commitment by researchers and community participants to social, individual, or cultural actions consequent to the
learning acquired through research?

6. Nature of the research outcomes:
(@) Do community participants benefit from the research outcomes?
(b) s there attention to or an explicit agreement for acknowledging and resolving in a fair and open way any differences between researchers and
community participants in the interpretation of the results?
(c) Isthere attention to or an explicit agreement between researchers and community participants with respect to ownership of the research data?
(d) Isthere attention to or an explicit agreement between researchers and community participants with respect to the dissemination and applica-
tion of the research results?

Note: The authors of the guidelines state that those deciding whether or not to classify research as participatory should determine the weight of each
aspect in relation to the others in light of the circumstances of the proposed research.

Source: Green et al., 1996.

4 The term community is defined in this context as any group of individuals sharing a given interest; this definition includes cultural, social, political, health, and
economic issues that may link together individuals who may or may not share a particular geographic association. This definition also includes the traditional concept of
community as a geographically distinct entity.

bThough the general term researcher can refer to both the community participants involved and external persons with specialised training, this usage of researcher
refers to external persons with specialised training in research methods. In a theoretical sense the collaboration of people in participatory research makes artificial the
distinction of specialised researchers.
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“Despite skepticism, participatory research is doable without sac-
rificing good science in the name of community participation.”

—ILawrence Green

He noted, “Despite skepticism, participatory research
is doable without sacrificing good science in the name of
community participation.” Academia may be the slowest to
change to accommodate participatory research, because the
promotion and tenure systems are mired deeply in a tradi-
tion of autonomous research, said Dr. Green. He believes
that the next generation of public health scientists can
change this with the help of tenured professors who can sup-
port some of the necessary academic reforms and clinical or
community initiatives to facilitate participatory research.

FACTORS TO FACILITATE THE USE OF
PARTICIPATORY RESEARCH BY RESEARCHERS

As a general internist, a primary care physician, and a
health services researcher, Marshall H. Chin, M.D., M.P.H.,
Associate Professor of Medicine at the University of Chi-
cago, has had some experience with participatory research.
He commented, “The current system that we have set up is
not conducive to either patient participatory research or
community-based participatory research.”

“The current system that we have set up is not conducive to either
patient participatory research or community-based participatory
research.”

—~Marshall Chin

According to Dr. Chin, the community-based participa-
tory research (CBPR) system would be improved by devel-
oping the following:

» pilot developmental grants;

» incentives for players to work together;

» grant review study sections that understand and
value CBPR; and

e appropriate grant review criteria for CBPR.

In addition, successful CBPR must have community-
focus, including an effort to involve vulnerable or particu-
larly hard-to-reach populations; provide collaboration be-
tween community and academic partners in equal
partnerships; and should ultimately benefit the community,
with an emphasis upon reducing disparities.

“Participatory research requires time to establish trusted
relationships, to develop the research infrastructure, and to
develop a track record to be competitive for larger grants,”
noted Dr. Chin. Therefore, pilot programs are essential and
require adequate funding. The Centers for Disease Control,
the Agency for Health Care Research and Quality, the Robert
Wood Johnson Foundation, and the W.K. Kellogg Founda-
tion all have notable pilot programs.*

According to Dr. Chin, funders also need to provide in-
centives to ensure that the many players—funders, research-
ers, the public, and agencies—are working together and not
allowing the needs of any one player to overcome the greater
need for the public good. This partnership reduces conflicts
of interest, but is riskier and more ambitious than traditional
models, he commented.

“Participatory research requires time to establish trusted relation-
ships, to develop the research infrastructure, and to develop a track
record to be competitive for larger grants,”

—~Marshall Chin

Dr. Chin’s third recommendation, creating grant review
mechanisms that understand CBPR, is perhaps the most im-
portant issue currently, in his view. He pointed out that even
if there was universal agreement that CBPR is a positive de-
velopment, projects utilizing it will not be funded if grant
reviewers do not understand its methods and importance.

To help people understand CBPR, grant review criteria
that are appropriate for CBPR must be created, said Dr. Chin.
He noted that study sections see the randomized controlled
trial as the “gold standard,” but that the study question is
crucial to deciding the most appropriate method of research.
While the randomized controlled trial is the most rigorous
study design in terms of internal validity, the results may not
be applicable to real world populations. Dr. Chin concluded
that achieving these goals to facilitate the conduct of CBPR
will require a culture change.’

Encouraging CBPR at Academic Institutions

Lewis Sandy, M.D., Executive Vice President of the
Robert Wood Johnson Foundation (RWJ), commented that

4 In October 2002, the CDC announced awards for community-based
research totaling $11.4 million (CDC, 2002). The Robert Wood Johnson
Foundation is revising its Clinical Scholars Program to emphasize CBPR.
The W.K. Kellogg Foundation’s Community Health Scholars Program in-
crease the number of faculty at health professional schools who are capable
of performing CBPR (University of Michigan, Undated).

5 Dr. Chin also noted that in 2003, the Journal of General Internal Medi-
cine will have a special issue on CBPR. In that issue, the journal will high-
light outstanding examples of CBPR and will include editorials and papers
that discuss key issues involved in advancing CBPR.
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RW1J has been trying to promote CBPR, and is revamping its
Clinical Scholars Program to emphasize such research. He
then asked what institutional mechanisms could help to pro-
mote CBPR, particularly at academic health centers.

Dr. Green responded that while traditional researchers
have not generally been enthusiastic about participatory re-
search, the next generation of professors has been more ac-
cepting and could have a strong influence by encouraging
the participatory research model.

The Association of Academic Health Centers and
schools of public health are addressing the shift toward par-
ticipatory research, and a recent Institute of Medicine report
encourages the implementation of CBPR (IOM, 2003a). The
Kellogg Foundation, which has a program of postdoctoral
fellowships and community scholarship, also has been a
leader in promoting CBPR.

Dr. Chin offered two specific suggestions to encourage
participatory research at academic health centers. The first
was to create centers and resources to help investigators
make contacts in the community. His second suggestion was
to change how CBPR is viewed within academic health cen-
ters, particularly for promotion decisions. In order to do this,
there have to be criteria set up that make it so that academic
health centers truly value community service and rigorous
community-based participatory research, and then, similarly
with the study sections, there must be people on these pro-
motion committees who understand and value this type of
work, said Dr. Chin.

PARTICIPANT INVOLVEMENT

Members of the public are involved in the research pro-
cess as advocates, tax payers, research consumers, research
participants, and as family and friends of patients. They serve
on ethical review and other oversight bodies and support
research through public funds, as well as participate in trials
themselves. Their concerns often include issues such as in-
formed consent, conflicts of interest, and access to new thera-
pies. As a long-time health educator, Zelda Tetenbaum of
the Council of Public Representatives at the National Insti-
tutes of Health (NIH) has found that it is difficult to involve
people in health studies before they actually have a disease
and see a trial as their last hope. Until you get down to that
real crunch time, many patients are in denial of their situa-
tion, she said.

Literacy Volunteers of America, a recognized group of
trained volunteers who work on a one-to-one basis with indi-
viduals who want to learn how to read, is one model for
engaging the public in clinical research, Ms. Tetenbaum
said.® Under this model, an independent advocate/interpreter
would advise each participant throughout the course of a re-

6 See www.literacyvolunteers.org for more information about Literacy
Volunteers of America.
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search project, providing clear and direct access to informa-
tion at a level appropriate to individual research participants’
needs. The volunteer would provide ongoing information
about the results of the trial, including any possible adverse
outcomes.

Similar programs already exist within many patient ad-
vocacy groups. One example is the American Cancer
Society’s “Reach to Recovery” program, in which trained
volunteers offer support and comfort to patients before, dur-
ing, and after breast cancer treatment.” In the clinical trial
setting, the role of the volunteer would be to interpret and
explain, but not to expand upon, the directions and orders
given by the physician or the nurse to the participant, ac-
cording to Ms. Tetenbaum.

The National Center for Research Resources of the NIH
has instituted a Research Subject Advocacy Program in each
of its General Clinical Research Centers (GCRCs).® Each
GCRC funds a full-time employee to help research partici-
pants gain access to resources and to help them understand
issues concerning participation in clinical trials.

“One of the things that we have to do is try to educate the public
better about clinical research trials, why they are important, and
what kinds of questions they should ask so that when they are
facing their diagnosis, they at least have some background.”

—Jerome Yates

Informed Consent

Elaine Larson, R.N., Ph.D., FAAN, Professor at Colum-
bia University School of Medicine, expressed concern that
the informed consent process can be intimidating to a newly
diagnosed patient, particularly because written forms often
contain difficult language, including legalese. While the pub-
lic seems to be fairly well informed about individual research
studies and findings, very few know and understand the mea-
sures in place to protect them as research participants. She
cited a survey of 900 patients in a large academic health
center, the majority of whom had been in a research study,
that showed that only 45 percent knew there were protective
measures for their own rights or that there was, for example,
an Institutional Review Board. However, they still volun-
teered for studies (Larson and McGuire, 1990).

Jerome Yates of the American Cancer Society noted that
from a patient perspective, it is extremely difficult to assimi-

7 For more information, see www.cancer.org/docroot/ESN/content/
ESN_3_1x_Reach_to_Recovery_5.asp?sitearea=ESN.

8 See www.ncrr.nih.gov/clinical/cr_gcrc.asp for more information about
the GCRCs and the Research Subject Advocate program.
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late information after being told about a new diagnosis, es-
pecially a diagnosis of cancer. “One of the things that we
have to do is try to educate the public better about clinical
research trials, why they are important, and what kinds of
questions they should ask so that when they are facing their
diagnosis, they at least have some background,” he said.

Conversations with the patient during the consent pro-
cedure and throughout the trials are more important than the
contents of a written document, said Dr. Yates. Ms.
Tetenbaum noted that the informed consent process should
be regarded as ongoing and significant, not a quick, one-
time conversation.

While consent forms may be made more intelligible,
their interpretation by a patient population remains prob-
lematic, she commented. A recent study found that the text
of many informed consent forms fails to meet the readabil-
ity standards set by the IRBs that provided the consent lan-
guage (Paasche-Orlow et al., 2003).

The average time for obtaining informed consent is es-
timated to be no greater than 10 minutes, and that is a gen-
erous estimation. Because of this, one may question
whether the information is appropriately conveyed and
fully understood, and whether the patient is sufficiently
competent and literate to provide informed consent, said
Ms. Tetenbaum. She noted that patients have demonstrated
a better understanding when their own physician has de-
scribed the trial fully, reviewed the consent form in detail,
and discussed all the implications in a patient-centered en-
vironment. Sufficient time should be provided for the pa-
tient to seek additional help deciding whether or not to par-
ticipate, and informed consent should work toward
empowering the patient, she added.

“Patients who choose to enroll in a clinical trial should enter a
system that envisions them as equal participants in the research
gffort.”

—/elda Tetenbaum

“Patients who choose to enroll in a clinical trial should
enter a system that envisions them as equal participants in
the research effort,” commented Ms. Tetenbaum.

Veronica Catanese, M.D., Senior Associate Dean of
the New York University School of Medicine, wanted to
know how an informed consent patient participation sup-
port group could be formed, given that clinical research
takes place in a variety of venues. She asked if there was a
role for voluntary health organizations in organizing such
groups, and if the groups should be disease-specific or have
a more broad, cross-disciplinary focus.

Ms. Tetenbaum replied that there appear to be many
disease-specific programs in place, and that as a volunteer

effort, a broader and more inclusive focus might work
equally well. She suggested taking advantage of the NIH
presence already established in many of the research institu-
tions and research centers around the country to establish a
generic core of people to act as informed consent advisers.

Conflicts of Interest

Ms. Tetenbaum commented that a key focus of NIH-
sponsored clinical trials is the assurance of the highest ethi-
cal standard for the conduct of research and the protection of
the human subject, and that individuals who support the con-
cept of patient-based clinical trials must endorse this effort
in order to retain public trust.

She added that conflicts of interest on the part of re-
searchers and/or institutions administering clinical trials are
becoming a very serious issue in the eye of the public. The
American Association of Medical Colleges and the Associa-
tion of American Universities recently published reports
dealing with investigator and institutional conflicts of inter-
est (AAMC, 2001a,b; AAU, 2001). In addition, the Institute
of Medicine report about protecting research participants,
the former National Bioethics Advisory Commission, and
the former National Human Research Protections Advisory
Committee have made recommendations regarding the man-
agement of conflicts of interest (IOM, 2003b; NBAC, 2001;
NHRPAC, 2001). The Department of Health and Human
Services has drafted guidance on the topic (DHHS, 2001).

ENCOURAGING PARTICIPANT ENROLLMENT AND
PHYSICIAN AWARENESS

In order to encourage relatively healthy, early stage dis-
ease patients to participate in clinical research, there is a need
to reach out to the specialists and the general practitioners
who are seeing these patients. Various mechanisms under
consideration to do this are: creating celebrity public service
announcements, working through chapters and local support
groups, encouraging counselors at specialized centers to pro-
mote patient participation, and providing doctors greater ac-
cess to information about trials and how to enroll patients in
those trials.

Leslie Ford of the National Cancer Institute (NCI) com-
mented that there are little organized data that would indi-
cate the most influential factor in promoting participation in
clinical trials. The success of celebrity endorsements is hard
to determine; the public is made aware of the availability of
trials through spokespersons, but this awareness does not
necessarily encourage enrollment. Doctor’s recommenda-
tions, awareness in the community, and association with
people who have participated in other research are all impor-
tant factors to encourage participation in trials.

Dr. Yates agreed that physician awareness is critical to
encourage participant enrollment in clinical trials. While
patient awareness is also important, trust and confidence in
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the physician appear to be the most significant factors. Gen-
erally speaking, physicians will participate only if they think
there is patient benefit, according to Dr. Yates.? Cost, incon-
venience, and discomfort that may result from the experi-
ment are patient issues that may block participation.

He pointed out that a study of English physicians noted
that trusting relationships that have been nurtured over time,
often found between primary care physicians and their pa-
tients, are especially critical in encouraging participant en-
rollment (Fallowfield et al., 1998). The survey also found
that initially only about 44 percent of respondents said they
would participate in a randomized clinical trial. Given addi-
tional information and time with a knowledgeable person,
though, that proportion increased to 83 percent.

Despite the importance of physician awareness of clini-
cal trials, an NCI survey of primary care physicians recently
found that 37 percent said they were not aware of pertinent
clinical trials, and 40 percent said they leave the discussion
of clinical trials to the patient’s oncologist and generally do
not continue to follow patients (Crosson et al., 2001).

CHALLENGES TO COMMUNITY INVOLVEMENT

The needs of researchers and communities can differ,
and researchers who are moving into the community must be
prepared to meet community needs and to address potential
distrust of scientists and research. Forming partnerships be-
tween the scientific community and the public could aid this
process, but as Dr. Chin noted, in some situations there may
be an imbalance in which one partner has more expertise
than the other. To address this difference in expertise, it is
important to establish equal partnerships that acknowledge
the strengths and weaknesses of all parties involved, accord-
ing to Dr. Chin.

The multidisciplinary nature of CBPR presents a simi-
lar challenge. The issues that affect health in the community
are multifactorial—clinical, economic, social—making in-
put from various disciplines essential. Dr. Kenneth Olden of
the National Institute of Environmental Health Sciences
(NIEHS) commented that behavior has an important impact
on health and noted that it is necessary to involve a broad
spectrum of disciplines in the research process, especially
representatives with social science expertise.

Engaging and educating the public are other challenges
for clinical research. Dr. Yates noted that while primary care
physicians are often the conduits to patient enrollment, only
a few of them are actually involved in the majority of patient
enrollments. He noted that for physicians, understanding the
clinical information is not the problem. Rather, the lack of
accessibility to trial information is a hindrance to enrolling

9 In a related development, survey results published subsequent to the
workshop indicated that many oncologists view patient benefit rather than
the creation of generalizable future knowledge as the main societal purpose
of clinical trials (Joffe S and Weeks JC, 2002).
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“But the bottom line,” he commented, “is that the patients trust
very much in what their physicians tell them.”
—Jerome Yates

patients. Availability of information on the Internet and train-
ing other staff in the office are critical in order to make phy-
sicians the best resource for patients. While not easy, it is
important to involve the primary care physicians through
educational efforts. “But the bottom line,” he commented,
“is that the patients trust very much in what their physicians
tell them.”

E. Albert Reece, M.D., Ph.D., M.B.A., Vice Chancellor
and Dean of the University of Arkansas College of Medi-
cine, expressed concern that activist subsections of the pub-
lic could overtake CBPR projects, and wanted to know how
to ensure that a cross-section of the public is represented
rather than a small faction.

Dr. Olden replied that NIEHS has a multi-prong ap-
proach for outreach and communication that employs town
meetings and brainstorming sessions on a national level with
CBPR partnerships and collaborations developed by the 40
NIEHS centers in their own communities. (See NIEHS sec-
tion).

RELEVANCE OF COMMUNITY STUDIES

Hugh Tilson, M.D., Dr.P.H., Senior Advisor to the
Dean, University of North Carolina School of Public Health,
wanted to know how to ensure that research is addressing
fundamental unanswered questions, particularly in commu-
nity health, while also being locally relevant. There is a need
for a better framework to discuss the tradeoff or balance be-
tween specificity and generalizability, he commented.

Dr. Green replied that the scientific community has not
yet fully determined how to maximize both generalizeability
and local relevance. Primarily clinical, biological questions
are being replaced by community- and population-based in-
terventions in different settings. The biological questions
deal with the human organism, which is fairly homogeneous
within the species, while community- and population-based
interventions deal with human behaviors, cultures, laws, and
societies, which are heterogeneous across settings, jurisdic-
tions, states, and countries.

When findings are applied in settings other than re-
search, there is a need to apply them with some modifica-
tion, Dr. Green noted. The findings need to be subjected to a
process similar to continuous quality improvement—ap-
plied, tested, fit to the local population and practitioner’s
situation, and piloted in those situations—to be effective in
varied settings. The findings would not necessarily have to
be tested in each setting, but would not be blindly applied
either (Green, 2001).
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MODEL PARTICIPATORY RESEARCH
COLLABORATIONS

National Institute of Environmental Health Sciences

Kenneth Olden, Ph.D., Director of NIEHS, commented
that his number one priority is to make the Institute respon-
sive to the needs of the American people, who pay for the
research. Community involvement is essential to accomplish
this goal, and openness is critical to successful communica-
tion with the public, said Dr. Olden. Therefore, the scientific
community must ensure that processes are open, accessible,
and understandable to the public. This openness would al-
low stakeholders to form partnerships based on credibility.

The NIEHS was the first institute within NIH to make a
serious effort to support CBPR, establishing several key ac-
tivities to ensure community involvement and community
participation. The Institute funds CBPR projects,'? and re-
cently created the Federal Interagency Working Group for
Community-based Participatory Research to strengthen
communication between federal agencies interested in sup-
porting CBPR methodologies for biomedical research, edu-
cation, health care delivery, or policy (NIEHS, 2002).

To support what Dr. Olden terms “citizen-based prior-
ity-setting,” the Institute hosts town meetings throughout the
country, primarily with the lay public but also including
some scientists in the region. Audience members are asked
to express their expectations and concerns about the involve-
ment of various agencies in community health and the envi-
ronment. This information is then used to set NIEHS priori-
ties for clinical research, epidemiological studies,
community outreach, and basic sciences research.

NIEHS also holds brainstorming sessions in which sci-
entists and public interest groups meet to discuss research
strategies in the specific areas of research that affect them. In
addition, a 30-member Public Interest Liaison Group made
up of senior leadership of major advocacy groups meets
twice a year to talk about the investments of the NIEHS and
the relevance of these investments to the concerns of the
advocacy groups and their constituents.

By involving all the stakeholders from the beginning of
the research process, NIEHS addresses concerns, reserva-
tions, and questions throughout the process, rather than only
after results are announced, Dr. Olden noted. This aids the
conduct of the research as well as its translation into practice
in the community. The major challenge to implementing this
principle at the NIEHS has been changing the culture of the
agencies and of the research community and ensuring that
they create mechanisms and vehicles to communicate with
the public, said Dr. Olden.

Dr. Olden also commented that there is a direct correla-
tion between the outreach activities of the NIEHS and the

10 See http://www.niehs.nih.gov/translat/cbpr/grantees.htm for a list of
grant recipients.

projects that the Institute ultimately funds. When NIEHS
hosts town meetings and outreach activities, participants lis-
ten to the public concerns and then talk with experts in the
field to address the scientific opportunities and gaps dealing
with those issues. For example, in response to town meet-
ings in places like Marin, California—where breast cancer
rates are seemingly inexplicably higher than in the rest of the
nation—and with the help of brainstorming sessions with
breast cancer advocacy groups and scientists, NIEHS has
decided to create three Breast Cancer and Environment Cen-
ters around the country.

“The objective of clinical research is to improve the health of the
American people, and the American people ought to have an im-
portant role in the development of the research agenda.”

—Jerome Yates

In addition, based on discussions with Parkinson’s dis-
ease advocacy groups over a number of years, NIEHS re-
cently created a consortium center of three institutions to
address the environmental aspects of Parkinson’s disease.
“The objective of clinical research is to improve the health
of the American people, and the American people ought to
have an important role in the development of the research
agenda,” commented Dr. Olden.

The Congressionally Directed Medical Research Programs

Kenneth A. Bertram, Colonel, U.S. Army Medical
Corps, Director, Congressionally Directed Medical Research
Programs (CDMRP), began his presentation by noting that
the creation of CDMRP is a result of consumer advocates
telling Congress that there was a need to better meet research
goals. The Program was assigned to the Army’s Medical
Research and Materiel Command in 1993 and involves con-
sumers, the Department of Defense (DOD), and scientists
and clinicians from both academia and industry.

The CDMRP cycle begins with advocates going to Con-
gress and requesting money to address unmet research needs.
Congress then appropriates funds to the Program (see Figure
2.2). The Office of the CDMRP then brings together a se-
lected group of the nation’s leading advocates, consumers,
scientists, clinicians, and representatives from other govern-
ment agencies to advise them on how to best invest each
year’s appropriations. Responding to Program Announce-
ments, scientists, clinicians, and consumers write proposals
that are peer reviewed. Recommended proposals receive
funding grants and the CDMRP continues to monitor them
for the life of the awards.

Each group involved in the collaboration process has
responsibilities, outlined in Box 2.2.
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Vision
Setting Release of Program
Congressional Receipt of — Announcement
Appropriation Funds
Proposal
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Candidate Approval of
Award List Commanding
General
Programmatic Peer
Review €——— Review

FIGURE 2.2 The CDMRP Cycle
*Dr. Bertram presented this figure during the workshop.

Consumers have helped to define the DOD’s award
mechanisms. For example, consumers were instrumental in
making innovation a critical underlying theme for the
awards. The Exploration Award supports the initial evalua-
tion of an imaginative concept for which no preliminary da-
tum is available and the Innovator Award encourages cre-
ative and visionary breast cancer research. The HBCU/MI
(Historically Black Colleges and Universities/Minority In-
stitutions) Partnership Awards are designed to address health
disparities.

Part of the programmatic criteria for the Breast Cancer
Center of Excellence Award is that breast cancer consumers
and survivor groups must be active participants at all levels,
from the beginning. The Collaborative Clinical Transitional
Research Award supports cooperation among academic cen-
ters, community-based oncology clinics, consumers, and the

Box 2.2 Responsibilities of CDRMP Participants

Consumer Advocates
Continue Congressional support
Write/participate in research protocols
Define program vision
Review proposals (peer/programmatic)

Scientists and Clinicians
Define program vision
Write/conduct research proposals
Review proposals (peer/programmatic)

Department of Defense
Create opportunities
Manage programs
Evaluate programs

private sector. These two award mechanisms are essentially
CBPR programs, commented Dr. Bertram.

The DOD also has a Consumer Working Group to main-
tain and increase participation of consumers in peer review
and all programmatic review decisions and to continue to
raise awareness about the research that they are funding in
the community. (See Box 2.3). “The Office of CDMRP con-
tinues to embrace the partnership philosophy and has used

“The Office of CDMRP continues to embrace the partnership phi-
losophy and has used that to manage their programs and to do
ongoing evaluations of their programs.”

—~Kenneth Bertram

that to manage their programs and to do ongoing evaluations
of their programs,” concluded Dr. Bertram.

Dr. David Rimoin, M.D., Ph.D., Chairman of Pediat-
rics and Director of Medical Genetics-Birth Defects at Cen-
ters Cedars-Sinai Medical Center, asked how the DOD be-
came involved in such a broad array of projects—including
breast cancer, prostate cancer, neurofibromatosis, and tu-
berous sclerosis research—and how disease-specific advo-
cates could take advantage of this funding mechanism.
Colonel Bertram responded that specific projects at the
DOD have been directed and funded through Congressional
mandates.

The breast cancer program, which was largely the result
of lobbying by breast cancer advocates, was the first DOD
program funded and has become the model for subsequent
disease programs at the DOD. Breast cancer advocates con-
tinue to work to make certain that Congress recognizes the
importance of that model, regardless of the constituency,
noted Dr. Bertram.
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Box 2.3 CDMRP OQutreach to Consumers

Goals

Participation of consumers in scientific peer review and all
programmatic decisions

Raising awareness of research within consumer community

Processes

Nominations from advocacy organizations

Selections based on advocacy, recommendations, and con-
veyance of community’s perspective

Specific outreach to racial and ethnic minority advocacy
groups

Recruitment at meetings attended by minority advocacy leaders

Targeted follow-up actions

Applicants screened through regular Consumer Working
Group selection processes

The National Breast Cancer Coalition

The National Breast Cancer Coalition (NBCC) is made
up of more than 600 organizations and tens of thousands of
individuals from across the country who work together in
pursuit of three goals—increasing access to quality care and
clinical trials for women with breast cancer and all women
who are at risk of breast cancer; increasing the influence of
breast cancer advocates in all decision making about the dis-
ease, including funding decisions for breast cancer research;
and increasing collaboration in the design of new strategies
to prioritize research.

To meet these goals, the NBCC has developed advo-
cate-training programs.!! Project LEAD (Leadership, Edu-
cation and Advocacy Development), for example, is a sci-
ence-training course for breast cancer advocates. The NBCC
provides the four-and-a-half day course at no charge to nomi-
nated individuals. During the training, participants learn
about the scientific process and gain other tools that enable
them to contribute to research review discussions. Project
LEAD has trained about 1,000 advocates to date. The NBCC
also has a clinical trials project that educates constituents
about the importance of clinical trials through a number of
programs and outreach materials.

In addition, the NBCC developed a pilot program with
Genentech for trials of Herceptin (see the next section for
more information). Genentech initially asked NBCC for help
with a compassionate use policy; NBCC agreed on the con-
dition that Genentech pilot-test the Coalition’s clinical trials

11 See www.natlbce.org/bin/index.asp?strid=554&depid=7&btnid=0 for
more information about the NBCC’s education and training opportunities.

project. This required that NBCC representatives participate
on the steering committee for the trial and on the Data and
Safety Monitoring Committee, help with outreach materials
for the trial, and attend all of the investigator meetings. In-
vestigators also were partnered with trained advocates for
community outreach and to accrue trial participants.

The NBCC has developed similar relationships with a
number of other companies, including the Breast Cancer In-
ternational Research Group, but the Coalition reserves the
right to be selective, Ms. Visco emphasized. The NBCC has
developed a set of criteria against which it judges clinical
trials to see if they warrant participation of members and to
prioritize these trials.

Genentech

Before 1995, Genentech rarely worked with the patient
advocacy community, according to Jennifer Bryson, Direc-
tor of Corporate Affairs for the company. Breast cancer ad-
vocates originally approached Genentech regarding an ex-
panded access program, but they now have input to trial
design and implementation issues. Advocates also help with
outreach and communications to recruit participants and
raise awareness about the research.

Initially, the corporation was concerned that the advo-
cates’ request for access could distract from the primary mis-
sion of the trial, that they could not appreciate the complex-
ity of drug development, that they would not accept what the
company said, that they would remain vocal critics despite
the company’s responsiveness, and that they would not have
much to contribute to the larger goal of trial completion and
approval, commented Ms. Bryson.

Corporate employees soon realized, though, that they
shared with advocates a desire to find answers and that ad-
vocates brought a unique and relevant perspective to the pro-
cess. Advocates gave fundamental feedback about the trial
design and the protocol, helping to widen the eligibility cri-
teria and look at some of the standard exclusion criteria that
were not necessarily relevant to the trial. In addition, advo-
cates convinced Genentech to remove the placebo arm of the
study so that more people could have access to potential
therapies.

Once they felt the trial was acceptable, advocacy groups
helped to recruit participants to the study. Prior to the forma-
tion of the Clinical Trial Network, Genentech was recruiting
an average of 16 patients per month for its Herceptin trial;
after the partnership was established, the company recruited
about 40 patients per month, largely due to changes in proto-
col design and outreach activities made possible by partner
input, according to Ms. Bryson.

Advocates became involved in investigator meetings,
the Steering Committee, and the Data and Safety Monitoring
Committee. In addition, they assisted investigators in per-
forming community outreach—a clinical trial network sys-
tem partnered local, trained advocates with trial sites to com-
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Box 2.4 Lessons Learned Through the Genentech
Partnership for Herceptin

Input of the patient advocate community does not mean that
the interests of science will be compromised.

Discussion with the advocate community does not bind you
to accept and implement all their input.

Advocates can provide meaningful, unique insight that can
increase the relevance of the scientific question, the adoption
(enrollment) of clinical research, and the speed of scientific
progress.

Advocate communities have a diversity of interests, needs,
and knowledge levels.

municate in a culturally relevant way about the trial and its
availability. To counteract patients’ fears about clinical tri-
als in general, advocates discussed why the Herceptin trial
was important and then talked about the eligibility criteria
and the specifics of the trial.

The advocates were able to reach out using their net-
works, and Genentech provided additional technical assis-
tance, including educational tools such as posters, commu-
nication kits that included fact sheets, local press releases,
and advertisements. The company also created a newsletter
specifically for advocates, HER2 News. Genentech has
learned much from their collaboration with breast cancer
advocates on the Herceptin trial (See Box 2.4). “Advocates
can provide meaningful and unique insights that can increase
the relevance of the scientific question, the enrollment of
clinical research, and the speed of scientific progress,” com-
mented Ms. Bryson.

“Advocates can provide meaningful and unique insights that can
increase the relevance of the scientific question, the enrolliment of
clinical research, and the speed of scientific progress,”

—Jennifer Bryson

American Cancer Society

Jerome Yates, M.D., National Vice President for Re-
search at the American Cancer Society (ACS), discussed the
stakeholder program of the ACS, which involves consumers
or patient advocates in the research proposal review process.
The ACS recruits individuals who have either had cancer or
have had family members with cancer and have a strong
interest in cancer control. They bring the patient/caregiver
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perspective to the discussion, provide a perspective on prac-
tical and financial issues that those involved in clinical re-
search do not always recognize, assure a full discussion of
the relevance of the research proposed, and become a critical
resource to the research committee, according to Dr. Yates.

The American Cancer Society holds training sessions to
educate these stakeholders about the basic concepts of can-
cer biology and research, how the peer review process works,
and how to review a grant application. The one-and-a-half
day sessions with research department staff also provide a
review of the American Cancer Society Research and Train-
ing Program. In addition, candidates attend peer review
meetings for a year as ad hoc members to observe stakehold-
ers in action and to interact with peer-review panel mem-
bers, scientists, and nonscientists. They are then appointed
to two-year terms.

The stakeholders play an important role in cancer pre-
vention programs, ensuring that there is a full discussion of
cancer relevance at peer review committee meetings and also
becoming better-informed resources and research advocates
for their home communities about the role of cancer research
and training in the battle against cancer, said Dr. Yates.

The advantages of public participation listed by Dr.
Yates include:

e the sharing of community opinions;

e increased research awareness;

« recruitment of research advocates; and

» the provision of objective risk assessment.
Disadvantages include:

e program costs for training efforts and committee
discussion time; and

e  participation costs such as time for learning and
ensuring that participant members can stand behind their
views when questioned by scientists and others.

“We have to do a better job at educating the public and
getting physicians committed to the importance of clinical
trials,” he said.

National Cancer Institute

Leslie Ford, M.D., Associate Director for Clinical Re-
search, Division of Cancer Prevention at the National Can-
cer Institute spoke about community collaborations at two
levels—the physician/researcher community level and the
participant community level.

The NCI philosophy has been that if community physi-
cians participate in clinical trials, they will upgrade the qual-
ity of care provided in communities. In keeping with this
philosophy, the NCI created the Community Oncology Pro-
gram and then the Community Hospital Oncology Program,
predecessors of the Community Clinical Oncology Program
(CCOP), which was established in 1983. The CCOP is a
consortium of community hospitals and practicing physi-
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cians funded through peer-reviewed cooperative agreements
who participate in NCI-approved cancer treatment, preven-
tion, and control clinical trials. The basic mission of the
CCORP is to bring state-of-the-art cancer research to indi-
viduals in their own communities by involving community
physicians and patients in NCI-approved clinical trials and
involving primary health care providers in the research pro-
cess.

Currently, there are 50 CCOPs in 30 States; 11 minor-
ity-based CCOPs in 8 States, the District of Columbia, and
Puerto Rico; and 12 research bases, or coordinating centers,
across the country. The minority-based CCOPs were started
in the late 1980s specifically to target the problem of accrual
of minority populations to cancer clinical trials.

In the CCOP model, the research bases develop proto-
cols with the input of the CCOP practicing physicians and
consumer advocates. They are responsible for data manage-
ment and analysis and quality assurance of the data. Mem-
bers and affiliates assist in the recruitment of participants.

Over the last 20 years, the CCOP has accrued over
90,000 patients into treatment clinical trials. Over 50,000
patients and individuals at risk for cancer have been accrued
to prevention and control clinical trials. Currently, more than
4,000 physicians and over 400 hospitals are involved in the
program. Dr. Ford noted that advocates are involved with
NCT through concept evaluation panels in state of the sci-
ence meetings, in cooperative groups, on Data and Safety
and Monitoring Committees, on scientific disease commit-
tees in which the protocols are developed, and on participant
advisory boards.

The NCI study of tamoxifen and raloxifene, known as
STAR, is one example of successful community collabora-
tion. This study has a projected sample size of 19,000 women
and, at the time of the workshop, had accrued almost 15,000
post-menopausal women at increased risk for breast cancer.
The participant advisory board, a group of 16 women who
have been randomized to the trial and nominated by their
local centers to participate on the board, provide feedback to
NCT about aspects of trial design, communication strategies,
and recruitment and adherence.

EFFECTIVENESS OF PUBLIC INVOLVEMENT

Answering a query from Adrian Dobs, M.D., Professor
at the Johns Hopkins School of Medicine, about how best to
measure whether initiatives to involve participants and com-
munities are working, Dr. Olden stated that the most impor-
tant measure of the success of CBPR is the short- and long-
term impact on public health and health policy of research
using the CBPR process. Two outcomes that could be used
to measure the success of CBPR are involvement of more
members of the public in the research process and improve-
ment of the overall health of the public. The latter is more
difficult to determine and measure.

Recently, the CDC awarded $11.4 million to fund 25

CBPR projects (CDC, 2002; DHHS CDC, 2002). One is an
actual trial to compare groups who have engaged more ac-
tively in the community with groups who have not, and how
they achieve various benchmarks in the program process.
These projects will likely provide basic concrete data about
the efficacy and benefits of participatory research.

The CCOP provides an example of successful commu-
nity participation. There was much skepticism about the pro-
gram at its initiation, but it has had much impact on commu-
nity participation, according to Dr. Yates. Currently, 80
percent of participants in NCI clinical trials are coming from
communities around the CCOPs, he said. Dr. Olden men-
tioned that CBPR programs are not just about “feeling good;”
there is a need for established benchmarks to measure re-
sults.

ADVOCACY AND PUBLIC INVOLVEMENT

Myron Genel, M.D., Associate Dean of the Office of
Government and Community Affairs at the Yale University
School of Medicine, wanted to know how successful models
of disease-focused advocacy could be used to engage advo-
cates to deal with overarching health issues, such as the epi-
demic of obesity, that are not disease-specific. He noted that
translating active advocacy into true partnership at the local
levels is a challenge to successful advocacy.

Ms. Visco commented that the NBCC is a good model
of how to bring advocacy to a community level, because it is
a coalition of organizations, as opposed to a chapter organi-
zation; the Coalition members are existing groups in their
communities. Most of them are local support groups, and
they are not all specific to breast cancer; many of them deal
with women’s issues and health generally. The Coalition
members take back to their communities what they learn
through NBCC programs and are encouraged to make con-
nections with clinical researchers and institutions in their
own communities. As trained advocates, they develop rela-
tionships and programs on a local level similar to those that
the NBCC develops on a national level.

She pointed out that the breast cancer advocacy move-
ment built on the experiences of AIDS groups and that while
these two movements are focused on specific diseases, their
experiences can serve to inform future advocacy activities.
More collaboration at the community level would help to
spread models and experiences to other diseases and areas of
health. Dr. Ford added that the AIDS community success-
fully used the CCOP as a model. Instead of cooperative
groups and cancer centers, the AIDS contingent has its own
Research Council made up of consumers, patients, and re-
searchers to develop clinical trials that they then disseminate
nationally.

Regarding the role of researchers as advocates—either
on their own behalf or on behalf of research in general—Ms.
Visco said that while there are widely varied perspectives
about this role for researchers, the agendas of patient advo-
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cates and researchers do sometimes overlap. From the pa-
tient advocacy community, the scientific community learned
how to advocate and how to lobby, abilities which have led
efforts such as the doubling of the NIH budget, she com-
mented.

Colonel Bertram added that CDMRP scientists are not
required to garner funds through advocacy and that many
science organizations have designated advocacy groups that
lobby Congress for additional money.

ROLE OF INDUSTRY

Eighty percent of all funding and activity for clinical
trials of medical therapies and medical device intervention
comes from industry, and two-thirds of all patients who par-
ticipate in clinical trials are in industry-sponsored programs
(Top AHCs, 2002). Ken Getz, M.B.A., president of
CenterWatch, wanted to know what industry can do to play
a part in engaging and educating the public without appear-
ing to be self-serving.

Ms. Bryson noted that Genentech enjoys a reputation of
credibility among oncology advocacy groups, because of its
decision to work with advocacy groups around substantive
issues. They have kept their discussions very science-based,
and because of that, they always tend to be related to a spe-
cific product, but the conversation is always about the sci-
ence, she said.

Ms. Visco has approached the pharmaceutical industry
to form partnerships that could create a new model of doing
clinical research, making certain that trials that the NBCC
believes to be important will move forward as quickly as
possible and ensuring that Coalition constituents and mem-
bers are educated to understand the process and its impor-
tance. The NBCC is careful when determining which trials
to recommend to its members, and its participation with com-
panies around clinical trials is one of many coalition activi-
ties, said Ms. Visco. The partnership between NBCC and
Genentech for the Herceptin trials mentioned earlier is a no-
table example of such cooperation.

21

In addition, NBCC has developed relationships and col-
laborations with industry in which the Coalition periodically
brings a group of trained advocates to industry to learn how
industry members make decisions and about what trials are
being planned.

Dr. Ford commented that the scientific community
should want to involve advocates and consumers on disease
committees and on protocol design committees, not just to
recruit participants but also to ensure that studies are rel-
evant to the public.

An audience member commented on the importance of
having unbiased “watchdogs” like The National Academies
to ensure that clinical research and scientific information
remains unbiased and stays true to scientific principle. He
suggested that the government continue to promote research
such as comparative studies of efficacy of different kinds of
drugs and treatment modalities. Private companies are un-
likely to promote research about other drugs, making
overarching, unbiased evaluations by others essential.

SUMMARY

Participatory research offers benefits including results
that are relevant to interests, circumstances, and needs of
those who would apply them; results that are more immedi-
ately actionable in local situations for patients and/or practi-
tioners; and generalizable findings that are more credible to
practitioners and policy makers elsewhere, because they
were generated in partnership with people like themselves.

However, there are still several obstacles to implement-
ing this type of research. Four elements to improve the sys-
tem of CBPR include pilot developmental grants, incentives
for players to work together, grant review study sections that
understand and value CBPR, and appropriate grant review
criteria for CBPR. Also, there is a need to explore how to
engage the public in the CRE. The programs of the NIEHS,
NBCC, CDMRP, Genentech, the American Cancer Society,
and the NCI can inform future efforts to facilitate participa-
tory research.

Defining Participatory Research

Benefits of participatory research include:

e enhanced data quality and quantity

e increased local relevancy

e enhanced translation and sustainability of research findings
e increased research awareness

Box 2.5 Summary

Participatory research is difficult to define in practice, but has been in use for decades, resulting in experiences and literature from which to learn.
The three defining elements of participatory research are: science, co-learning, and action.

e improvements in the community’s health, education, and economics as a result of involvement in participatory research programs.
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Disadvantages of greater participant involvement include program costs for training efforts and committee discussion time and participation costs
such as time for learning and ensuring that participant members can stand behind their views when questioned by scientists and others.

Factors to Facilitate the Use of Participatory Research by Researchers
The community-based participatory research system would be improved by developing:

e pilot developmental grants,

e incentives for players to work together,

e grant review study sections that understand and value CBPR, and
e appropriate grant review criteria for CBPR.

Successful CBPR also should include community focus, equal collaboration between community and academic partners, and should ultimately
benefit the community.

Creating centers and resources to help investigators make contacts in the community and changing how CBPR is viewed within academic health
centers could encourage CBPR at academic institutions.

Participant Involvement

Engaging the public in clinical research is difficult before people actually have a disease and see a trial as a potential last hope.

Models for engaging the public in the clinical research enterprise and enabling potential participants to better understand research include Literacy
Volunteers of America, American Cancer Society’s “Reach to Recovery” program, and the Research Subject Advocacy Programs at General Clinical
Research Centers.

Informed consent and conflicts of interest are major concerns for patients, families, and patient advocates. Informed consent should be an ongoing
and significant process, and conflicts of interest must be addressed further.

There are little organized data regarding the most influential factor for encouraging participation in clinical research. Doctor’'s recommendations,
awareness in the community, and association with people who have participated in research have been identified as important factors.

Awareness on the part of trusted physicians is critical to encourage participant enrollment in clinical trials. However, many physicians are unaware
of available clinical trials.

Challenges to Community Involvement
Challenges to community-based participatory research and potential solutions include:

e Power imbalance—establish equal partnerships that acknowledge strengths and weaknesses of all parties
e Multidisciplinary needs—involve a broad spectrum of disciplines in the research process
e The need to educate and engage the public, including doctors—make trial information more accessible and train staff

Model Participatory Research Collaborations

Models for collaboration include the approach of the National Institute of Environmental Health Sciences, the Congressionally Directed Medical
Research Program, the National Breast Cancer Coalition, Genentech’s collaboration with breast cancer advocates, American Cancer Society’s Stake-
holder Program, and the National Cancer Institute’s Community Clinical Oncology Program.

Effectiveness of Public Involvement

The short- and long-term impact on public health and health policy of research using the CBPR process is an important measure. Two outcomes
that could be used to measure the success of CBPR include: involvement of more members of the public in the research process and improvement of
the overall health of the public.
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Increasing the Role of the Public in
Research Oversight

INTRODUCTION

Recently, deaths resulting from research participation
and federal shutdowns of prestigious institutions have elic-
ited a great deal of media attention questioning the safety of
participating in research. In response, the research commu-
nity, regulators, and others have taken actions intended to
ensure that research is conducted ethically and that partici-
pants are adequately protected. Some efforts have focused
on the protection system as a whole, while others have con-
centrated on reforming Institutional Review Boards (IRBs),
the bodies that have the primary responsibility for ensuring
that research participants are protected. In either case, the
ethical review of research is the linchpin of the system for
protecting research participants; review by the IRB is re-
quired for any federally funded research and for Food and
Drug Administration (FDA) approval of products developed
using human research.!

Greater inclusion of the public on IRBs has been sug-
gested as a way to reform the protection system. The Na-
tional Bioethics Advisory Commission (NBAC) and the In-
stitute of Medicine (IOM) both have recommended that
public members constitute at least 25 percent of the board’s
membership (IOM, 2003; NBAC, 2001). Currently, federal
regulations require that unaffiliated and nonscientific mem-
bers be included as part of the IRB.2 Inclusion of public
members—also referred to as independent, unaffiliated, and
nonscientific members—on the IRB is intended to further
focus the board deliberations on participant issues such as

145 CFR 46 (“Common Rule”); 21 CFR 50, 56.

245CFR 46.107: ** (c) Each IRB shall include at least one member whose
primary concerns are in scientific areas and at least one member whose
primary concerns are in nonscientific areas. (d) Each IRB shall include at
least one member who is not otherwise affiliated with the institution and
who is not part of the immediate family of a person who is affiliated with
the institution.”
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informed consent. In practice, however, recruiting and re-
taining members, as well as ensuring that their voices are
heard on boards dominated by scientific professionals, has
been difficult.

Both the Office for Human Research Protections
(OHRP) and the FDA have compiled information about com-
mon problems facing IRBs, including deficiencies related to
noncompliance in the areas of IRB membership, research
review, and oversight of informed consent (see Figures 3.1
and 3.2). In the past two years, OHRP has become more
active in enforcing federal regulations—between 1990 and
June 2000, the Office for Protection from Research Risks
(OPRR, OHRP’s predecessor) issued 40 Determination Let-
ters (NBAC, 2001); from July 2000 to November 2002,
OHRP issued 335 such letters.?

During this session of the workshop, Daniel Federman
described the recent IOM report about the system for pro-
tecting research participants, and Nancy Dubler discussed a
project to train public members of IRBs. Angela Bowen
talked about recruiting and retaining independent members
of IRBs, Marjorie Speers discussed the role of the public in
formulating accreditation standards as well as the potential
for accreditation to foster greater public input into the re-
search process, and Greg Koski offered alternative models
for the review of research.

RESPONSIBLE RESEARCH: A SYSTEMS APPROACH
TO PROTECTING RESEARCH PARTICIPANTS

In the fall of 2002, IOM released Responsible Research:
A Systems Approach to Protecting Research Participants
(IOM, 2003). During the Clinical Research Roundtable

3 OHRP maintains its Determination Letters from July 2000 onward at
ohrp.osophs.dhhs.gov/detrm_letrs/lindex.htm. Multiple letters sent to a
single institution are included in the count.
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Deficiency in application of
exemptions
2%

Other miscellaneous
deficiencies
2%

Research without IRB approval
Deficiency in reporting per 45 1%
CFR 46.103(b)(5)

4%

Deficiency in IRB records and
written procedures
11%

Deficiency in IRB review

Deficiency in IRB membership 49%

3%

Deficiency in informed consent
18%

FIGURE 3.1 Distribution of Site Visit Noncompliance Findings, OHRP Compliance Data 10/98-12/2001

*This graph was redrawn from OHRP Compliance Oversight Data by Institution, October 1998 to December 2001, a report produced by
OHRP in January 2002.

Percent

Failure to Falsification Informed Adverse Qualifications Records
Follow Consent Event
Protocol Reporting

FIGURE 3.2 Formal Complaints to FDA Regarding IRB Deficiencies

*This chart was redrawn from a presentation given by Stan Woolen of the FDA Office of Medical Policy, Division of Scientific Investiga-
tions, to the IOM Committee on Assessing the System for Protecting Human Research Participants in May 2001.

workshop, Daniel Federman, M.D., Dean for Alumni Rela- According to the committee, all research involving hu-
tions and Clinical Teaching at Harvard University and Chair man participants should take place in a framework known as
of the IOM committee that wrote the report, presented a se- a Human Research Participant Protection Program (HRPPP).
lection of the committee’s findings that were most relevant These programs must have a culture of unequivocal commit-

to the public’s role in the ethical oversight of research. ment to the ethical conduct of research and the protection of
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participants that is supported by the highest authorities within
organizations—the CEO of a company or president of a uni-
versity, for example—said Dr. Federman. The necessary
support includes fostering a culture of integrity as well as the
allocation of appropriate resources for the HRPPP to func-
tion optimally, including those for ongoing quality assur-
ance and improvement.

The IOM committee proposes that a three-pronged re-
view of science, financial conflict of interest, and ethics
should take place before research can proceed. Owing to the
complexity and range of the science, the conflicts of interest
issues, and the ethics of the review process, review of re-
search is too burdensome for one group, said Dr. Federman.

The scientific review utilizes scientific expertise within
a field to ensure that the science is valid, “because if it is not
good science, it cannot be ethical,” Dr. Federman com-
mented. The financial conflict of interest review mechanism
would employ relevant expertise on that issue.

“Participants and community representatives have a great deal to
contribute to the design, review, and conduct of projects and
should be energetically recruited.”

——Daniel Federman

These review bodies should inform the Research Ethics
Review Board (Research ERB, the term the committee
adopted to replace IRB in order to reflect the mission of the
board) of their findings and recommendations prior to the
Research ERB deliberation so that it can focus on the ethical
issues of each proposed research project in an efficient and
informed way. “Participants and community representatives
have a great deal to contribute to the design, review, and
conduct of projects and should be energetically recruited,”
commented Dr. Federman.

To encourage the inclusion of public members on IRBs
in practice, the committee recommends that “at least 25 per-
cent of membership should be reserved for unaffiliated mem-
bers” (IOM, 2003, p. 96). Currently, regulations require only
that the IRB have at least one member with a nonscientific
perspective and one member who is unaffiliated with the
institution* (see “Independent Research ERB Members” for
further discussion).

445CFR 46.107: “(c) Each IRB shall include at least one member whose
primary concerns are in scientific areas and at least one member whose
primary concerns are in nonscientific areas. (d) Each IRB shall include at
least one member who is not otherwise affiliated with the institution and
who is not part of the immediate family of a person who is affiliated with
the institution.”

“Obtaining the informed consent of the participants should be an
ongoing process rather than a discrete moment.”

—Daniel Federman

Referring to the issue of informed consent, Dr.
Federman noted, “Obtaining the informed consent of the par-
ticipants should be an ongoing process rather than a discrete
moment.” This requires that the consent document be rede-
signed to provide a clear picture of the research rather than
providing information in legalistic and self-protective jar-
gon that overwhelms the goal of informed participation, he
commented.

In addition, all studies that have more than minimal risk
to participants should be monitored, with prompt reporting
of adverse events to investigators and Research ERBs, as
well as sponsors, according to the committee. The
committee’s feeling is that it should be an open process, that
transparency in the whole sequence is crucial to restoring
confidence and then making it possible for recruitment and
community participation to be restored, commented Dr.
Federman.

The final recommendation that Dr. Federman discussed
is that individuals non-negligently injured as a result of their
participation in research should be compensated, at the least
for their resulting medical care and rehabilitation expenses,
without regard to fault. The committee also calls for “full
recovery for economic loss, including work-related disabil-
ity, and in appropriate cases, for lost earnings of a deceased
participant” but acknowledges that there needs to be more
research about the number and severity of research-related
injuries before this is implemented (IOM, 2003, p. 193).

Comment on the I0M Report

Myron Genel, M.D., Associate Dean at the Yale Uni-
versity School of Medicine, supported Dr. Federman’s as-
sertion that buy-in from top leadership is very important for
the protection of research participants but also expressed
concern about the notion of separating scientific from ethi-
cal review. Ken Getz, M.B.A., President of CenterWatch,
also wondered about this type of review and the reaction to
the report.

Dr. Federman said that the response to the report has
been very positive. Some of the concerns that have been ex-
pressed are an increased role for government, the complex-
ity of the three-prong review, the difficulty of balancing in-
formed consent and reasonable disclosure, and
implementation of compensation mechanisms for research
injuries.
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The three-prong review has been the most controversial
recommendation, because some fear that it will act as an
impediment to review rather than as an aid. Dr. Federman
countered that the scientific review could come from any
number of sources, such as National Institutes of Health or
National Science Foundation peer reviews of grants. Due to
the complexity of science, the committee believed that an in-
depth, prior review by a committee focused on science would
allow the Research ERB to take the scientific aspects into
consideration while focusing on the ethics of research pro-
posals.

Dr. Federman also explained that the committee envi-
sions the reviews as being separated but integral components
of a human research participant protection program. In other
words, they have shared assumptions about ethics, they have
shared assumptions about procedures, they have shared as-
sumptions about where the process is heading. Good com-
munication, including a liaison between the review mecha-
nisms, and good staffing are crucial for this process to
function properly, he said.

Greg Koski of OHRP noted that according to the regula-
tions, IRBs are responsible for ensuring that the science be-
hind a protocol is good. He added that the complementary
source of additional scientific information to inform the com-
prehensive review recommended by the IOM is a positive
development. “The emphasis on a comprehensive review
was what was really important..., where they have smaller
panels with the full ability to call for additional expert scien-
tific input from consultants as appropriate,” he said.

He also commented that OHRP, which was a sponsor of
the report, was hoping IOM would develop outcome mea-
sures, because people are investing a large amount of time,
effort, and money in the process of improving the research
participant protection system without any way to concretely
measure results.

Dr. Federman responded, “No one currently knows
those suffering harm from current investigation, [or] every-
one currently a participant in a research protocol.” Thus, one
of the recommendations of the committee is that the govern-
ment assume responsibility for collecting baseline data on
the protection system.

Dr. Speers added that the IOM and NBAC reports had
similar findings and recommendations, indicating that the
executive and legislative branches of government should
take the reports into consideration.

“No one currently knows those suffering harm from current inves-
tigation, [or] everyone currently a participant in a research proto-
col.”

—Daniel Federman

ISSUES REGARDING INDEPENDENT MEMBERS OF
IRBS

Meeting the Need for Independent Members of Research
ERBs

Nancy Neveloff Dubler, J.D., Director of the Division
of Bioethics at Montefiore Medical Center and Professor of
Epidemiology and Social Medicine at Albert Einstein Col-
lege of Medicine, began the Certificate Program in Research
Ethics intending to fill the need for training unaffiliated, non-
scientist IRB members. However, she soon discovered that
many IRB chairs had only one independent member> on their
boards of 20-25 and that while many chairs wanted more
public members, they did not know how to recruit suitable
individuals. Thus, she redesigned the project, gearing it to-
ward recruiting and training unaffiliated Research ERB
members.

First, Ms. Dubler had to determine whom to train. She
turned for assistance to New York City Health and Hospitals
Corporation, which has 11 hospitals that each have a com-
munity board. The community board members there are
largely minorities, who often have been absent from the IRBs
that Ms. Dubler has visited. She also is working with the
United Hospital Fund, a corporate entity that gives and re-
ceives grants; the Public Service Network, a group under the
umbrella of the Bar of the City of New York; and soon, spe-
cific disease groups who have participant involvement and a
stake in particular types of research. She will gather resumes
from members of these groups, interview them, and link
them with IRB chairs, who will choose whether or not to
have them sit on their particular committee.

Some IRB chairs have welcomed the prospect of in-
cluding more public members, but others have been more
skeptical. Concerns about independent members voiced by
IRB chairs include lack of quorum (fear that independent
members would not attend meetings), compromise of confi-
dentiality, the exposure of scientific secrets, a decrease in
the quality of discourse at meetings due to the presence of
unknowledgeable persons, and a slowing down of the pro-
cess. Some chairs also worry that lawyers will try to impose
their interpretation of regulatory language and that nonsci-
entists have nothing to contribute.

Independent IRB members have voiced their own con-
cerns about their role on IRBs. They have said that they need
more information; that they should not be specially educated,
because they bring the “wisdom of everyman”; that board

5The terms public, independent, nonscientist, and unaffiliated were used
by workshop participants to describe similar members. In general, the terms
independent or public are used to describe IRB members who are unaffili-
ated and/or nonscientists.
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Independent members should be:

e knowledgeable about the design and conduct of research;

e alert to new government policies that may affect research;

the quality of death;

minimize misinterpretation;
surrounding the protocols;

especially if members are attorneys; and

Box 3.1 Guidelines for Independent Members of Research ERBs

e aware of developing new issues important to the ethical review of research;

e prepared to study and report to the Research ERB about new protocols at all meetings;
e focused on the possible effect of the protocol on the daily life of the participant and, if the participant is terminally ill, how the protocol will affect

e interested particularly in the informed consent process and whether it serves participant needs;
e cognizant of the therapeutic misconception and focused on directing the attention of participants toward the most salient issues in order to

e committed to attend all Research ERB meetings; respectful of the confidentiality of proceedings, details of the protocols, and the discussions
e aware that Research ERB discussions may be unduly affected by the use of independent sources of knowledge to dominate the discussion,

e adaptable to the notion that Research ERB discussions and decisions are the result of a collaborative process among all of the members.

members do not listen to them; and that other members often
do not understand how suspicious the community is of medi-
cal research.

Ms. Dubler noted that the IOM report recommends that
“a Research Ethics Review Board’s deliberative process
should aim for consensus. If consensus cannot be achieved,
approval of the protocol should require favorable votes by
three-quarters of the voting members” (IOM, 2003, p. 98).
This further convinced her that there is a need for training
and recruitment of public IRB members. During her visits to
seven major IRBs in New York City, Ms. Dubler found that
independent members were a small, largely nonvocal, com-
ponent of the boards—a circumstance that could lead to the
marginalization of their perspectives.

The certificate program, which aims to address this
problem, will involve a two-day retreat for independent
members, followed by monthly three-hour seminars to ad-
dress issues raised in Research ERBs, and a one-day meet-
ing at the end of the year. In addition, there will be required
post-meeting emails pointing out interesting or troubling is-
sues raised during the meetings. Unaffiliated, nonscientist
Research ERB members will be trained about the back-
ground of research and the context in which it takes place,
scientific methodology and methodological issues, and dif-
ficult study design questions such as use of placebos. They
will learn about conflict of interest and the importance of
cultural competency. The “intellectual calculus” of review-
ing proposals—weighing risks and benefits of specific pro-
posals—will be essential, as will be the ability to consider
the importance of proposals within the current body of
knowledge. The responsibilities of IRB members—includ-
ing ethics review, assessment, research participant advocacy,

accountability, and community perspective—also will be
addressed.®

Ms. Dubler also is developing guidelines for participa-
tion for independent Research ERB members, based on the
principles that research is a collaborative enterprise that in-
volves scientists, members of Research Ethics Review
Boards, and research participants in a collaborative process
and that the goal of therapeutic and non-therapeutic research
is to develop new knowledge and protect participants (see
Box 3.1).

Attracting and Retaining Unaffiliated Members—
An Independent IRB Perspective

Western IRB (WIRB) is an independent review board
that has been in existence for 35 years and now has 10 func-
tioning IRB panels that serve over 60 institutions. WIRB
President Angela Bowen, M.D., shared the experience of
WIRB to illuminate obstacles to and rewards of including
unaffiliated members on IRBs.

WIRB has 93 total board members, 80 of whom Dr.
Bowen described as community members who are unaffili-
ated with the organization of WIRB . Of these members, 27
are medical doctors, 20 are “other scientists,” and 33 are
non-scientists. The members serve for an average of 5 years.
The panels are generally composed of three physicians, three
other scientists, and three nonscientists, and use alternates
and consultants as necessary.

6 For more detail, see page 100 of Responsible Research (IOM, 2003).
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The initial membership of WIRB included Rotary Club
members, who then recruited other community members.
Since that time, WIRB has done little recruiting. Most of the
members come to WIRB through word-of-mouth, network-
ing, professional contacts, and community service affilia-
tions. They are interviewed by the chairman of the entire
board and two members, who make a recommendation to
the board of directors, who then appoint new members. In
2002, 33 people applied to be board members; WIRB de-
clined 19 of them.

Members of WIRB are paid for their participation.
Medical doctors receive $300 and other scientists and non-
scientists are paid $225 per meeting. Board meetings last an
average of four-and-a-half hours per week, and according to
WIRB members, preparation for each meeting takes four to
six hours. No more than six new protocols are discussed at
any meeting, in addition to any continuing review that must
take place.

The benefits of participation in the process at WIRB, as
cited by its members, include intellectual stimulation, ad-
equate time for deliberation, an excellent training program,
access to consultants, protection from sponsors and investiga-
tors, indemnification, decision-making only responsibility,
knowledgeable and respectful staff support (WIRB provides
about two staff members for each board member—226 em-
ployees that staff 10 panels), group camaraderie, and annual
retreats. Dr. Bowen also noted the importance of seemingly
minor conveniences such as free parking, free lunches, good
snacks, and comfortable seating in a pleasant boardroom.

Dr. Bowen commented that the training program, which
is both initial and continuing, has been particularly well re-
ceived. It consists of about three days of didactic work in the
regulations and the documents that underpin ethical research.
In addition, new members are assigned mentors who attend
board meetings with them from four to six weeks, depending
upon when the new members feel they are ready to perform
in a voting capacity. WIRB also holds three major training
exercises a year for all board members.

To address the problem of intimidation of nonscientist
IRB members that Dr. Bowen also has witnessed at some
IRBs, WIRB screens members to ensure that they are strong,
independent thinkers who can disagree with physicians and
not feel marginalized.

Retaining IRB Members

E. Albert Reece, M.D., Ph.D., M.B.A., Vice Chancellor
and Dean of the University of Arkansas College of Medi-
cine, commented about the difficulty of retaining faculty
members for IRBs, because of the time commitment and lack
of recognition for these activities, particularly regarding ten-
ure and promotion decisions. He asked the panel how IRBs
can retain nonphysician, independent members and whether
financial stipends are sufficiently attractive to recruit and
retain members.

In WIRB'’s experience, recruiting has not been much of
achallenge, according to Dr. Bowen. However, over the past
couple years, WIRB has had to recruit African American
members, because the board took on projects in an area
where there is a higher percentage of African Americans than
in Washington state, where WIRB is located. In that case,
WIRB asked members and community groups if they knew
anyone appropriate to fill the slots.

Dr. Bowen noted that within universities, “there are
people who are genuinely interested in the work. Raising the
profile of the activity can help. Put the IRB office not in the
basement but up by the Dean’s office, make it more visible,
and give participants a free parking place.”

Dr. Federman commented that the ethical conduct of
research and the evaluation of research are professional re-
sponsibilities that should be recompensed to compensate for
time away from other duties. He also noted that the resources

“No recognition for the academic value of the work done by IRB
members is an extreme injustice. .. we need to recognize that this
is something that requires an enormous amount of knowledge and
dedication and that it should be recognized. .. as part of the aca-
demic promotion process.”

—~Greg Koski

necessary for an optimally functioning HRPPP are part of
the cost of doing research and should be recognized as such.

Dr. Koski added, “No recognition for the academic
value of the work done by IRB members is an extreme injus-
tice... we need to recognize that this is something that re-
quires an enormous amount of knowledge and dedication
and that it should be recognized... as part of the academic
promotion process.” Dr. Bowen also noted that adequate
staffing for the board is very important. Ms. Dubler com-
mented that she has received about 60 resumes for IRB posi-
tions over the past 3 years, even though the members would
not be paid, except for expenses.

PUBLIC INVOLVEMENT IN THE ACCREDITATION
PROCESS

The method of involving the public in oversight of re-
search should be tailored to meet specific goals, commented
Executive Director of the Association for the Accreditation
of Human Research Protection Programs (AAHRPP)
Marjorie Speers. If the purpose is to increase accountability
of organizations for research conduct, the public could be
involved in making policy decisions and sitting on policy
boards or boards of directors. Educational activities or other
types of community outreach could increase the public’s
support for research and the use of public funds for it. In-



30 ENGAGING THE PUBLIC IN THE CLINICAL RESEARCH ENTERPRISE

volving community coalitions or research participants in the
design of research could serve to increase enrollment in re-
search, improve the quality of research, and enhance the
translation and dissemination of research findings.

Dr. Speers focused her comments on the first goal—
increasing accountability of research organizations—and
specifically on AAHRPP’s process of involving the public
in the accreditation process.

AAHRPP’s Board of Directors made a decision early in
the formation of the organization to incorporate the partici-
pant perspective on site visit teams as well as on the Council
on Accreditation, the body that makes the determinations
regarding accreditation. Of the 21 board members, 5 repre-
sent the public; they have either been research participants
themselves or have had family members who participated in
research.

AAHRPP also considers the perspectives of the public
and research participants in the development of its standards
in two ways. First, a number of standards address participant
concerns. Specifically, AAHRPP encourages establishing
open channels between participants and investigators and the
institutions that conduct research, and addressing outreach
activities to increase the capacity of individuals to partici-
pate in research. Second, there was an open comment period
on the standards as they were developed, during which the
organization heard from individuals representing participant
perspectives.

AAHRPP publishes the name and accreditation status
(full or qualified) of accredited institutions,” an additional
form of accountability to the public. In addition, AAHRPP
intends to have an outreach effort direct the public in order
to raise awareness about accreditation and what it can and
cannot accomplish. This outreach also will empower partici-
pants to inquire about the accreditation status of a research
organization before deciding whether to enroll in a research
study.

“When we involve the public or participants in research, we are not
talking simply about having individuals sit on committees; what
we want them to do is to really participate in the process, to be
involved in decisions that are made.”

—Marjorie Speers

“When we involve the public or participants in research,
we are not talking simply about having individuals sit on
committees; what we want them to do is to really participate
in the process, to be involved in decisions that are made,”
Dr. Speers commented.

7 See www.aahrpp.org for more information about AAHRPP, its pro-
cess, its principles, and its standards.

She also noted that the criteria for choosing public mem-
bers should be reasonable and cautioned against choosing
members based on certain skills while ignoring the potential
bias or agenda of a public member (or any other member). In
addition, she called for special attention to involving groups
that have experienced abuse or discrimination in research.

NEW MODELS OF ETHICAL REVIEW

Greg Koski, Ph.D., M.D., Director of OHRP,® offered
new models of review to improve the efficiency and effec-
tiveness of the system for responsible conduct of human re-
search. For the past 20 years, the twin pillars of informed
consent and IRB review have formed the base of the protec-
tion system. However, according to Dr. Koski, these pillars
are often perceived as barriers to conducting research, and
the model needs to be reconsidered. The reliance on IRBs
for a variety of review functions may not be appropriate, and
the discussions about improving research review and over-
sight have therefore come to focus on programs to protect
participants, noted Dr. Koski. He emphasized that the goal
of the protection system should be prevention of harm and
excellence in the conduct of research rather than simple com-
pliance with the regulations. A complete program requires
an effective administrative staff, an information system, and
a communication system, as well as appropriate processes
for quality assurance and management and compliance, he
said. It also requires components to manage conflicts of in-
terest, deal with adverse events, and conduct education. He
noted these things are not direct responsibilities of the hu-
man research review board; they are components of an over-
all protection program.

He commented that there has been a lack of account-
ability within the system and the research community and
that, consequently, mechanisms to ensure integrity and ac-
countability must be part of the enterprise. Dr. Koski voiced
his concern that some research is conducted without the pro-
tections afforded by the Common Rule® and that there is a
need for a more uniform and consistent approach to the pro-
cess of responsibly conducting human research. The IOM,
NBAC, and others have expressed the same concern and leg-
islators have included the extension of federal oversight to
all research, regardless of funding source, in their proposed
bills.!0

8 Dr. Koski resigned from his position as OHRP director in December
2002. He is currently a cardiac anesthesiologist at Massachusetts General
Hospital.

945 CFR 46, Subpart A, The Federal Policy for the Protection of Human
Subjects.

10 Proposed bills from the House and from the Senate would require that
all research conducted in the United States be carried out in accord with 45
CFR 46 [A Bill to Amend the Public Health Service Act with Respect to the
Protection of Human Subjects in Research. H.R. 4697. 107th Congress, 2nd
Sess. (2002); Research Revitalization Act. S. 3060. 107th Congress, 2nd
Sess. (2002)].
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FIGURE 3.3 Distributed Network Consortium
*Dr. Greg Koski presented Figures 3.3-3.6 at the workshop.

Alternative Review Models

Dr. Koski outlined multiple models for the ethical re-
view of research involving human participants—a distrib-
uted network consortium, a centralized consortium, a tan-
dem model, and a practice-based network model. The chosen
approach must be appropriate to the venue and the type of
research, the components of the system must be functionally
organized, and there must be unequivocal delegation of re-
sponsibilities and authority for any of these models to be
effective, he noted.

In a distributed network consortium model, each re-
search site has its own human research protection program
(HRPP) (Figure 3.3). Rather than duplicating effort, the sites
can distribute work and rely upon each other for different
program functions. This could provide greater quality and
more efficiency than the current system. A consortium such
as MACRO (Multicenter Academic Clinical Research Orga-
nization), in which the five member universities generally
accept the conclusions of each other’s IRBs, is one ex-
ample.!!

The centralized consortium is a second model (Figure
3.4). In this model, a central HRPP is established by multiple
entities that each contribute resources. Independent IRBs
would fit this model, with one central IRB providing ser-
vices to multiple sites.

I Participating members of MACRO are University of Pennsylvania
School of Medicine, Baylor College of Medicine, University of Alabama at
Birmingham, Vanderbilt University, and Washington University School of
Medicine. For more information, see ccs.wustl.edu/macro/
aboutmacro.htm.

Research Site B Research Site D

FIGURE 3.4 Centralized Consortium

The National Cancer Institute’s (NCI’s) central review
pilot program is one example of the tandem model, in which
an expert central board with public, ethics, and scientific and
clinical representation carries out a high-level review and
then, under a set of carefully-defined delegations of authori-
ties and responsibilities, works with local boards that can
address the issues at the local sites (Figure 3.5). This model
would avoid the redundancy of numerous reviews at mul-
tiple sites while also allowing for local input.

Finally, the practice-based network model is designed
for research that takes place within physicians’ practices
(Figure 3.6). Much research is done in this setting today, and
practice-based research networks have been forming to meet
the needs for research undertaken within physician practices
(Genel and Dobs, 2003). Privacy boards and ethics boards
could be folded into the network and shared among partici-
pating practices.

“In making these models work; it is clear that institutions and their
IRBs are only going to be willing to relinquish their own autonomy
if they can be sure that they can trust the ones that they are going
to partner with.”

—~Greg Koski

Dr. Koski cautioned, “In making these models work, it
is clear that institutions and their IRBs are only going to be
willing to relinquish their own autonomy if they can be sure
that they can trust the ones that they are going to partner
with.” Accreditation could possibly encourage such trust
among programs.

In addition to its usual compliance functions, OHRP has
been focusing on assessing and improving HRPP perfor-
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mance by providing quality improvement consultation and
tools to measure performance. OHRP is developing its qual-
ity improvement program in three phases—quality assurance
(a self-assurance tool), quality improvement, and continu-
ous quality improvement—to further its role in improving
performance. The quality assurance phase has begun, and
the tools for assessment are available from OHRP.!? Dr.
Koski noted that validation, which includes certification and
accreditation, is also an important part of the performance
domain.

12 See ohrp.osophs.dhhs.gov/humansubjects/qip/qip.htm for more infor-
mation about the quality improvement program.

Trust and Institutional Liability

Adrian Dobs, M.D., Professor at the Johns Hopkins
University School of Medicine, commented, “Some institu-
tions are very hesitant to trust other IRBs when, in the end,
they are the ones who are going to be responsible and legally
liable for any problems that develop.” She and Bernard
Schwetz, D.V.M., Ph.D., Senior Adviser at the FDA,!3 asked
how to engender trust among IRBs so that they are willing to
cede some responsibilities to each other and overcome this
impediment.

131n January of 2003, Dr. Schwetz was named Acting Director of OHRP.
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“These things don't happen overnight. They take an enormous
amount of commitment from people who really want to achieve the
goal, and it is that shared goal that ultimately allows them to pro-
ceed.... This is not a one-size-fits-all game, and we have to be
sensitive to that.”

—~Greq Koski

Dr. Koski responded that standards of excellence such
as accreditation are essential to foster trust among different
research institutions. He commented further that once a
group of institutions are working together, they make a com-
mitment to achieving common goals, and the liability issues
tend to fall under a simple management strategy. Clearly
defining who is responsible for what and making sure there
are systems in place to see that those responsibilities are ful-
filled is essential for this type of review to work.

The NCI central review board is one example of this—
it allows local boards to accept or reject a central assess-
ment, preserving “an appropriate measure of autonomy,” Dr.
Koski noted, adding that clear lines of responsibility are es-
sential for this to work. He cautioned, “These things don’t
happen overnight. They take an enormous amount of com-
mitment from people who really want to achieve the goal,
and it is that shared goal that ultimately allows them to pro-
ceed... This is not a one-size-fits-all game, and we have to
be sensitive to that.”

Dr. Federman commented that many faculty members
at research institutions are reluctant to trust faculty from
other institutions and that this reluctance “is legendary re-
gardless of the suit implications.” The IOM committee rec-
ommends regional or central review as an option rather than
a requirement, allowing institutions to undertake their own
review if they choose to do so while also legitimizing other
review mechanisms. Dr. Bowen noted that there currently is
a willingness to try different models, partly because OHRP
has encouraged such innovation during Dr. Koski’s tenure.
WIRB survives by establishing trust with the institutions for
which it provides reviews.

GUIDANCE ON INTERPRETATION OF THE
REGULATIONS

David Rimoin, M.D., Ph.D., Chairman of Pediatrics at
Cedars-Sinai Medical Center commented that one of the
problems with individual IRBs has been the tremendous vari-
ability in their interpretation of what is regulation, what is
guideline, and what is hearsay. He also noted that sometimes
institutions focus on protecting themselves rather than pro-
tecting research participants and that there should be some
appeals process to address this issue. Centralizing the re-
view process (i.e., taking the “I"”” out of “IRB”) would ensure
more uniform standards nationally, he said.

Dr. Koski pointed out that OHRP handles around 14,000
inquiries from the research community about interpretation
of the regulations and has a compendium of nearly 20,000
entries to guide interpretation.'* OHRP also is systemati-
cally reviewing and revising as necessary the guidance is-
sued by the Office for Protection from Research Risks
(OHRP’s predecessor) and OHRP to ensure that it is up-to-
date and clear. The quality improvement program also will
provide best practices and a “gold standard reference” to aid
greater uniformity.

He added, “I think that we are really suffering from such
a lack of confidence and such a risk-averse environment within
the research community that it has led to a phenomenon that I
call ‘reactive hyper-protectionism’... There is a reason why
we have within the regulations categories for full review, ex-
pedited review, exemptions, and even categories for research
that is not human subject research. We need to get to the point
where these programs and the institutions have sufficient con-
fidence in what they are doing by having the expertise there,
the training, and the feedback in order to exercise their re-
sponsibilities in an efficient, effective fashion.”

“| think that we are really suffering from such a lack of confidence
and such a risk-averse environment within the research commu-
nity that it has led to a phenomenon that | call ‘reactive hyper-
protectionism.”

—Greg Koski

EVIDENCE OF MISCONDUCT IN CLINICAL RESEARCH

Rick Martinez, M.D., Director of Medical Affairs for
Community Relations at Johnson & Johnson, wanted to
know how much actual fraud occurs in research and whether
most misconduct is really technical noncompliance with con-
fusing regulatory language.

Dr. Koski responded that OHRP does not monitor re-
search fraud and misconduct but that FDA suggested a few
years ago that as much as 5 percent of clinical trials in-
cluded fraudulent data. He added, “I don’t think that most
of the deficiencies that we see are willing deficiencies.” In
OHRP’s 280 for-cause visits over the last two years, the
office has found that by the time it responded, the original
problems had been cleared up; the causes of the visits were
almost never complete system deficiencies, but rather
small, correctable aspects of compliance, according to Dr.
Koski (see Figures 3.1 and 3.2 for common findings of non-
compliance).

14 OHRP’s policy guidance can be accessed at ohrp.osophs.dhhs.gov/
polasur.htm.
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SUMMARY

The review of research involving human participants
is essential to the conduct of ethical research. Members of
the public are not only affected by the results of such re-
views; they also play an important role in the review pro-
cess. Dr. Federman offered his IOM committee’s sugges-

tions to ensure that the system for protecting participants is
functioning properly, Ms. Dubler described her pilot pro-
gram to recruit and train public Research ERB members,
Dr. Bowen shared the WIRB experience, Dr. Speers dis-
cussed the role of the public in the accreditation process,
and Dr. Koski focused primarily on new models for the
ethical review of research.

The 10M committee recommends that:

to function effectively.

review mechanisms is essential.
ongoing process rather than a discrete moment.
ERBs, as well as sponsors.

regard to fault.

Issues Regarding Unaffiliated Members of IRBs

well as providing guidelines for them.

tenure and promotion decisions.

Public Involvement in the Accreditation Process

Association incorporated participant concerns into its standards.

New Models of Ethical Review

entire program.

and management and compliance.

Box 3.2 Summary I0M Report

e All research involving human participants should take place in the framework of a human research participant protection program (HRPPP)
that fosters a culture of ethical research conduct and integrity and is supported by the highest authorities within organizations and given the resources

e Athree-pronged process of review that includes complementary assessments of science, financial conflicts of interest, and a comprehensive
review focused on ethics should be utilized to review research. Good communication and staffing, possibly including a liaison, of and between these

e At least 25 percent of the Research ERB membership should be unaffiliated and nonscientific. Obtaining informed consent should be an
e All studies that have more than minimal risk should be monitored, with prompt reporting of adverse events to investigators and Research
e People nonnegligently injured in the course of research should be compensated for at least medical care and rehabilitation expenses, without
e The government should assume responsibility to collect baseline data on the protection system. Currently, no one knows either the number

of people injured in research or the number of people participating in research (the “numerator” and “denominator”).
e Transparency of the process is key to maintaining the public’s confidence in research.

Some IRB chairs have welcomed the prospect of more public members, but others have expressed concerns, as have public IRB members. Ms.
Dubler’s certification project aims to address the worries of both these groups by educating and recruiting unaffiliated, nonscientist IRB members as

Western IRB is an independent review board that could serve as a model for others. WIRB panels meet weekly, and its members are paid for their
service. The Board offers nonfinancial support to its members as well, including training, indemnification, and adequate staff support.
Service on IRBs could be encouraged by raising the profile of IRBs, compensating for time away from other work, and including IRB service in

Accreditation could serve as one way to foster trust between institutions for the ethical review of research.
The board of directors of the Association for the Accreditation of Human Research Protection Programs includes 5 public members, and the

Participants can use the accreditation status of institutions as an aid to decision-making when choosing whether to participate in research at a
particular institution. AAHRPP will make public the accreditation status of institutions.

In the current system, there is an overreliance on IRBs for ethical aspects of research. The ethical conduct of research requires the support of an
A complete program requires an effective administrative staff, an information system, and a communication system, as well as quality assurance

Alternative review models to the current system of review include the distributed network consortium, centralized consortium, tandem, and
practice-based network models. These will function only to the degree that institutions are willing to trust their partners regarding this review.

OHRP is developing a quality improvement program. The first phase, quality assurance, has begun and the tools are available from OHRP.

Interpretation of the regulations currently is extremely variable. OHRP offers guidance for interpretation and hopes that the quality assurance
process will provide a “gold standard reference” of best practices to share through OHRP.
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Steps to Improve the Translation
and Dissemination of the Results
of Clinical Research

INTRODUCTION

The ultimate intent of clinical research is to improve hu-
man health, but too often, available research evidence is not
translated into practice (Bero et al., 1998; Farquhar et al., 2002;
Haines and Donald, 1998). There are a number of reasons for
this including the large volume of published, and sometimes
conflicting, research results; a shortage of well-conducted sys-
tematic reviews; the reluctance of some physicians to use
guidelines; and pressures on physicians’ time. Additionally,
ineffectual education about and dissemination of research re-
sults, guidelines, and similar tools, and a lack of policies that
foster the implementation of research results hinder transla-
tion of results into clinical practice.

Millions of articles are published in medical journals
each year, making comprehension and implementation of
available information nearly impossible, especially for busy
physicians and other health professionals (Davies, 2002). For
example, a search of PubMed for publications with the term
“diabetes” in the past 5 years yielded citations for 47,000
articles.! Reviews and meta-analyses of available literature
have been used to address this problem, but the methodol-
ogy of some traditional reviews has been criticized, and there
are still too few such studies to inform the array of current
medical practice (Mulrow, 1994; Bero and Jadad, 1997).2
Furthermore, there is a need for more studies that directly
compare health interventions and outcomes, such as the An-
tihypertensive and Lipid-Lowering Treatment to Prevent
Heart Attack Trial,® and for health services research to

' According to a search performed in February 2003.

2 The Cochrane Collaboration and others have developed methodolo-
gies to reduce errors and bias in systematic reviews so that they can be used
to influence practice (Clarke and Oxman, 2003).

3 The ALLHAT recently produced articles of particular significance
comparing the outcomes of using Angiotensin-Converting Enzyme Inhibi-
tor or Calcium Channel Blocker versus diuretic for hypertensive therapy
(ALLHAT, 2002a,b).
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evaluate and improve clinical practice (Song et al., 2003;
Tilson et al., 2003).

While conducting systematic reviews and comparative
research are important tools for translating research into
practice, thus addressing the second block to applying re-
search to improve public health, accomplishing this goal also
depends upon several other factors, including physician be-
liefs, patient knowledge, institutional culture, and access to
information (Haines and Donald, 1998; Farquhar et al.,
2002). See Box 4.1 for potential methods to aid in imple-
menting research findings in practice.

The Internet is another enabling tool for both practi-
tioners and consumers in the translation of research. Over
half of the adults in the United States have on-line access,
and health and medicine is the fourth most popular type
of content online, behind news, travel, and weather (Cyber
Dialogue, 2000). This information helps healthcare con-
sumers to make more informed decisions about their
health. The increased access to clinical knowledge is
changing the healthcare provider-patient relationship, as
many of those accessing online health information are dis-
cussing the information with their doctors and asking
more specific questions about their symptoms, diagnoses,
and treatment (HON, 2002; Taylor and Lietman, 2001).
However, there are still many people who do not have
access to the Internet, and concerns about privacy, confi-
dentiality, validity, and credibility on the web must be
taken into consideration.

This session of the workshop focused on the translation
and dissemination of research findings in order to address
the current lag time between research discovery and applica-
tion. Barry Wolcott discussed use of the Internet for health
communication and research purposes; John Walsh provided
information about the role of voluntary health associations
in fostering clinical research and disseminating the findings
of such research; and Stephen Katz described consensus de-
velopment conferences, ClinicalTrials.gov, and dissemina-
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Box 4.1 Methods to Aid the Implementation of
Research Findings in Practice

e |mprove education of healthcare practitioners about evi-
dence-based medicine, guidelines, and interpretation of re-
search results for practice.

e Increase availability and distribution of guidelines (make
them publicly available via Internet, direct mailings, and
other methods).

e Inform consumers about research findings and encourage
them to ask questions about the research and its applicabil-
ity to their situation.

e Include implementation of research findings and guidelines
as part of an ongoing quality improvement process.

e Encourage the implementation of research findings in prac-
tice through reimbursement and similar policies.

e  Foster the development and implementation of computer
decision-support systems.

Note: The information in this box was compiled from Haynes and
Haines, 1998; Haines and Donald, 1998; Winkens and Dinant,
2002.

tion strategies at the National Institute of Arthritis and Mus-
culoskeletal and Skin Diseases.*

THE INTERNET AND HEALTH COMMUNICATION

Barry Wolcott, M.D., Senior Vice President of Clinical
Services for WebMD Health, commented that the Internet is
now the primary way that most people in the United States
obtain medical information. Approximately 67 percent of
adults now have online access, and in a recent survey, 55
percent of respondents indicated that they used the Internet
to find health information (Taylor, 2003; Market Facts,
2002a). The respondents to the Market Facts survey spent
more time using the Internet than accessing other sources
when seeking health information (see Figure 4.1).

Dr. Wolcott emphasized that the Internet is a valuable
tool for communication in clinical research. Consumers in
another recent survey reported that they were slightly to very
much more satisfied with health websites than other sources
of health information such as TV news, health magazine ar-
ticles, pharma websites, TV ads, and magazine ads (Market
Facts, 2002b).

Roughly 600,000 people a day come to WebMD look-
ing for a variety of health information, according to Dr.

4 Appendix E, the report Voluntary Health Agencies and the Clinical
Research Enterprise, summarizes the contributions of Voluntary Health
Agencies in clinical research.
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Wolcott. Many of the site visitors are from specific patient
communities, and they spend their time online reading infor-
mation about their condition, in communities or in chat
rooms. These online communities can provide a snapshot of
particular disease groups. For example, there are postings
about news reports, new drug releases, and folk remedies for
specific medical conditions.

Within a one-month period, WebMD recruited 50,000
people who were willing to be in research groups and filled
out a 4-page questionnaire about themselves. He noted that
the type of research WebMD conducts is different than clini-
cal research, but pointed out that the Internet could be used
for other research purposes. A growing number of people
are accessing websites that provide information about clini-
cal trials, and these sites could facilitate connections between
researchers and potential participants. Websites can provide
access to large numbers of people, can allow personalized
services, and have the potential to reduce the cost of trial
recruitment (DHHS OIG, 2002).

“If the goal is to recruit for an IRB, for a clinical trial, to
be supportive of research, to know about clinical research,
the Internet should be a major component of the marketing
campaign,” said Dr. Wolcott.

In addition, the Internet has the potential to promote
behavioral change—one of the goals of WebMD. The
Internet can reach large audiences and influence individual
behaviors and community norms regarding health (Levy and
Strombeck, 2002).> However, few Internet interventions
have been evaluated for their effectiveness or costs.

“If the goal is to recruit for an IRB, for a clinical trial, to be support-
ive of research, to know about clinical research, the Internet should
be a major component of the marketing campaign.”

—Barry Wolcott

Many of the people who are online have expressed con-
cerns about privacy and confidentiality, particularly con-
cerning other people’s access to personal information
(Bernhardt et al., 2002; Cyber Dialogue, 2000; Fox et al.,
2000). Any entity using the Internet to recruit participants,
provide general information about clinical research, or
share health information must design systems that are sen-
sitive to user concerns.

The credibility of websites that provide health informa-
tion is also an important issue. According to one recent sur-

5 The “VERB: It’s What You Do” campaign is one example of a pro-
gram that is utilizing the Internet for health promotion and disease preven-
tion. As part of the youth media campaign for VERB, verbnow.com is de-
signed to reach “tweens” (9—13 year olds) in order to increase their levels of
physical activity and positive behaviors (DHHS, 2002).
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Health Seekers—
Source of Information

Internet 55%
TV 44%
Health

Mags 87%

TV Ads 18%

Pharma o
Sites e

Percent of Total Time Spent

Internet 32%

Mags 23%

TV 22%
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Sites il

TV Ads 8%

Mag Ads | 7%

FIGURE 4.1 Sources of Health Information

Source: Dr. Wolcott presented these figures, citing Market Facts, 2002

vey, accuracy of information and trustworthiness were the
two most critical concerns about the “medical Internet”
(HON, 2002).° Anyone can have a website, so legitimate
health sites must be careful to build and maintain trust, com-
mented Dr. Wolcott. Most consumers use general search
engines such as Yahoo rather than health portals such as
WebMD to retrieve health information, which means that
health site providers must make an effort to let people know
that their websites exist and are valid, reliable sources of
information (Taylor and Leitman, 2001).”

THE ROLE OF VOLUNTARY HEALTH ASSOCIATIONS

Voluntary Health Associations (VHASs) can play an im-
portant role in the clinical research enterprise, particularly in
the translation and dissemination of research. These associa-
tions collaborate, convene, and consult with other entities in
the clinical enterprise; attract and support researchers; edu-
cate clinicians, patients, and the public; and sometimes re-
cruit patients to clinical research studies. (See Appendix E,
Voluntary Health Agencies and the Clinical Research En-
terprise: Exploratory Focus Groups, for the results of focus
group surveys with VHAs regarding their role in the clinical
research enterprise.)

6 The Health on the Net Foundation has established a code of conduct
for medical and health websites in order to standardize the reliability of
medical and health information on the Internet. See www.hon.ch/HONcode
for more information.

7 Appendix E includes information about the characteristic of a number
of Voluntary Health Agency websites.

Voluntary Health Associations use newsletters,
websites, chatrooms, call centers, patient magazines, profes-
sional journals, and scientific meetings, as well as health
fairs and community forums, to share information with the
public, patients, and health professionals. Some VHAs reach
out to minorities by translating materials, placing stories in
magazines with target audiences, and participating in direct
outreach to communities.

Several VHAS have expressed frustration about the dif-
ficulties of getting, sharing, digesting, and translating exist-
ing information; the lack of basic information, such as preva-
lence, co-morbidities, and basic disease management needs
collected about their disease; and the lack of information
about indirect costs to society of particular diseases.

The Alpha-1 Experience

The Antitrypsin Deficiency (Alpha-1) Foundation is one
VHA that has taken an active role in facilitating, translating,
and disseminating clinical research relevant to Alpha-1. John
W. Walsh is President and CEO of the Foundation, which is
dedicated to providing leadership and resources to encour-
age research about the condition. The foundation originally
became directly involved in clinical research after many of
its members participated in a longitudinal study that lasted
for seven years. The results of the trial were not published
for three years after it was completed, and the article about it
was not understandable to many of the people in the Alpha-
1 community, said Mr. Walsh.

The Alpha-1 model of collaboration is consumer-cen-
tered and designed to stimulate research on Alpha-1 by cre-
ating a true partnership with all stakeholders while maintain-
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ing focus on the participants. This model ensures that Alpha-
1 research will be conducted ethically, while leading to
greater understanding, new therapies, and ultimately, a cure.
Prior to the creation of the Alpha-1 Foundation, assembling
and investing in the infrastructure and research for Alpha-1
was limited or nonexistent, according to Dr. Walsh.

The stakeholders in clinical research are the participants,
the researchers themselves, industry, and government. Clini-
cal investigators serve on the Foundation’s board of direc-
tors and all of the scientific advisory committees with no
remuneration. The government has helped people in the rare
disease community to take action, hold conferences, and or-
ganize responsibly; FDA, NIH, and CDC all have partici-
pated in this process. The industry also plays an important
role, getting discoveries into the marketplace. Thus, the
Foundation incorporates all of these communities into its
strategic planning process.

Research Infrastructure

Mr. Walsh identified a number of challenges for the
Alpha-1 research community and offered his group’s com-
munity-centered research infrastructure as a way to confront
those issues (see Figure 4.2).

Because finding a sufficiently large cohort of individu-
als to participate in research is a greater challenge for re-
searchers studying rare genetic conditions than for other dis-
ease states, the Alpha-1 Foundation has developed a research
registry, now the largest in the world for individuals with
Alpha-1. The Foundation gains informed consent from reg-
istry participants and recruits for additional trials. To date,
the Alpha-1 registry has been used for six clinical trials, eight
clinical research studies, and several surveys.

Scientific conferences and workshops have helped the
Foundation establish scientific credibility within the research
community. For example, a workshop with the National In-
stitute of Environmental Health Sciences examined environ-
mental risk factors of Alpha-1. The Foundation also has at-
tempted to interest new researchers in Alpha-1 projects. The
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Foundation’s Conference on Conformational Diseases: Al-
pha-1 as a Paradigm brought in researchers studying
Parkinson’s disease, Alzheimer’s, hemophilia, and cystic fi-
brosis, to explore the conformational problems related to
protein. The Alpha-1 community now has researchers from
other disease fields working on Alpha-1.

The Clinical Resource Centers are another important
building block in the research infrastructure of the founda-
tion. The foundation currently collaborates with 52 centers
across the country, most of which are university-based medi-
cal centers. This mechanism facilitates communication be-
tween investigators who are knowledgeable about Alpha-1
and those who know about the availability of potential trial
participants. In addition, it provides materials to educate a
broader physician population.

The Alpha-1 Foundation has gathered support for trans-
lational laboratories, which provide a bridge between basic
science discoveries and human trials. This piece is essential
to industry involvement in research on Alpha-1. The founda-
tion also has established a DNA and tissue bank. The Uni-
versity of Florida College of Medicine manages the bank,
but the specimens are owned by the Foundation. This bank is
the world’s largest repository of Alpha-1-specific DNA
available to the international investigator community.

Research Coordination

Research coordination for the Alpha-1 Foundation is
facilitated through stakeholder liaison meetings; expert ad-
visory committees; FDA participation; consideration of ethi-
cal, legal, and social implications; and outcome studies (see
Figure 4.3).

The FDA or industry sponsors invite the foundation to
participate at many points in the process, such as in sponsor
meetings for product licensure or for clinical trial design.
The foundation has over 250 volunteers from the scientific
and medical community participating on expert advisory
committees; they serve as advisors on clinical trial design
within industry among their other tasks. A liaison group was

DNA and Tissue Bank

Translational Laboratories

Research Registry

Scientific Conferences
and Workshops

Clinical
Resource
Centers

FIGURE 4.2 Community Centered Research Infrastructure

*Figures 4.2 & 4.3 were presented by Dr. Walsh.
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Expert Advisory Stakeholder Liaison
Committees Meetings
FDA Ethical, Legal, and Outcome Studies
Participation Social Implications

FIGURE 4.3 Community Centered Research Coordination

established to work with the FDA and NIH on Alpha-1 clini-
cal trial design.

The Foundation recommends that the federal government,
in collaboration with the private sector, establish a center to
provide resources for communities to develop components for
building a research program; for example, how to establish
registries and DNA banks properly, with appropriate ethics
considerations, under HIPAA compliance. This resource cen-
ter would help the Clinical Research Enterprise to optimize its
efficiency by creating tools that would assist the public and
voluntary health agencies in their work with the federal gov-
ernment and with other clinical research activities.

TRANSLATION AND DISSEMINATION OF THE
RESULTS OF CLINICAL RESEARCH AT THE
NATIONAL INSTITUTES OF HEALTH

Consensus Development Conferences

Stephen Katz, M.D., Ph.D., Director of the National In-
stitute of Arthritis and Musculoskeletal and Skin Diseases
(NIAMS), noted that for approximately 25 years, NIH has
been utilizing Consensus Development Conferences to devise
strategies to disseminate information. These conferences have
been sponsored by the NIH Office of Medical Applications of
Research and are conducted four to five times per year, when
the knowledge base about an issue is sufficient to anticipate
that the medical and scientific community can reach consen-
sus on a particular issue. The subject is usually one of consid-
erable public health importance, such as normal calcium in-
take levels or the criteria for total joint replacement.

Public involvement in the conferences is absolutely es-
sential, not only for identifying what issues are important to
the public but also for interpreting some of the information,
said Dr. Katz. The conferences are advertised widely. Be-
fore they take place, invitations are mailed directly to
20,000-100,000 individuals, a website announcement is
posted one year in advance,® and the conference notice is

8 This information is available at the NTH Consensus Development Pro-
gram website: consensus.nih.gov.

published in the Federal Register. In addition, there is a pub-
lic news release two weeks prior to the conference.

The conferences are webcast while they are taking place,
and a draft statement is posted on the website on the last day
of the conference. A final statement is posted 4—6 weeks
afterward. In addition, there is a press conference on the last
day of the meeting.

After the consensus conference, final statements are
mailed directly to individuals to whom the information is
relevant and to others who have expressed interest. For ex-
ample, the Consensus Development Conference on Diagno-
sis and Treatment of Early Melanoma would specifically tar-
get oncologists, dermatologists, and plastic surgeons to
receive materials. The conferences also produce articles that
are published in journals popular within the communities
that would be impacted by the conclusions. Those who at-
tend the conferences can receive 10—15 continuing medical
education (CME) credits; after the conference, individuals
can take online CME exams for one credit.

Dr. Katz noted that the Office of Medical Applications
and Research Advisory Committee is exploring how best to
assess the translation and impact of this type of knowledge
on behavioral change.

ClinicalTrials.gov

The NIH, through the National Library of Medicine
(NLM) and in collaboration with the Food and Drug Admin-
istration (FDA), has developed ClinicalTrials.gov to provide
information about clinical trials for a wide range of diseases
and conditions. In accordance with the FDA Modernization
Act of 1997.° work on the project to launch the site began in
September 1998; the website was launched in February 2000.
Currently, it contains approximately 7,100 clinical studies
sponsored by the NIH, other federal agencies, and the phar-
maceutical industry. The website receives over 3 million
page views per month and hosts approximately 9,000 visi-

9P.L.105-115, 1997.
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tors daily according to Dr. Katz’s presentation. Currently,
8,250 websites link to ClinicalTrials.gov.°

The website designers met with many groups while de-
signing and developing the system. In addition, before the site
was launched, they conducted focused testing with 60
individuals from 19 voluntary health associations.
ClinicalTrials.gov provides a single point of access for reli-
able trial-related information and is searchable through a vari-
ety of mechanisms. It also provides resources for understand-
ing the risks and benefits of participating in clinical trials.
Patients use the site to find out about the availability of trials,
clinicians to improve medical practice, researchers for evi-
dence-based medicine, sponsors for patient recruitment, and
public policy makers to explore areas of research support, said
Dr. Katz.

Clinical research sponsors prepare and submit data ac-
cording to a set of standard data elements, often using a web-
based protocol registration system to create, update, and re-
lease trials to ClinicalTrials.gov. For each trial, the purpose,
eligibility, location, and contact information are presented, as
are the number of patients required and whether the study is
filled or not.

Site visitors can search for particular terms as well as
closely related terms. For example, when the term “cancer” is
entered, the site also searches for “neoplasm,” “tumors,” and
“malignancies.” The site recognizes spelling errors and allows
the user to search within results, and users have the ability to
browse by condition, sponsor, and other criteria.
ClinicalTrials.gov also provides links to other relevant sites.
For instance, a search for rheumatoid arthritis would provide
links to the Arthritis Foundation, the American College of
Rheumatology, and the American Association of Orthopedic
Surgeons.

Currently, all NIH trials are listed on ClinicalTrials.gov;
trials sponsored by pharmaceutical and bioengineering com-
panies may be listed with greater frequency in the future.!!

Dissemination at NIAMS

Dr. Katz listed a number of challenges to translating and
disseminating knowledge. Those challenges include:

« translating knowledge into behavior change of health
care providers and the public;

»  making information available to all Americans (this
includes disseminating information at an understandable lit-
eracy level, and sensitivity to culture and vulnerable popula-
tions);

10 According to results of a Google web search performed on January 6,
2003.

Il CenterWatch also has a trial registry available at http:/
www.centerwatch.com/patient/trials.html. The site provides a listing of
many industry-sponsored trials. In addition, many websites provide infor-
mation about trials for specific conditions or that meet other criteria.
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Box 4.2 The Translation and Dissemination of
Research Results at NIAMS

Methods of translating and disseminating the results of clini-
cal research at NIAMS include:

e printand electronic media;

e fgature stories on research and special articles for profes-
sional and voluntary organizations;

e publications suchas Qand A’s, handouts on health, and fact
sheets that are easy to read and produced in multiple lan-
guages;

e reqular electronic newsletters and other communications;

e inquiry response;

°  website;
e clinicaltrials.gov and the electronic database of NIH research
projects;

e dissemination through community health centers and at na-
tional, regional, and local meetings; and

e collaborations with grantee institutions and outside organi-
zations.

*  making information available in many forms;

»  knowing when and how to communicate the infor-
mation; and

e providing enough valid information.

The NIAMS garners input on its information develop-
ment strategies from a number of sources. The Institute has
an Ad Hoc Advisory Group on Information Dissemination
and Communications, a subcommittee of the NIAMS Advi-
sory Council, which started about six years ago. In addition,
NIAMS interacts with 67 voluntary and professional organi-
zations as well as patient representatives—current and
former clinical study patients from the NIH—on a regular
basis.

NIAMS translates and disseminates the results of this
clinical research through printed materials, the Institute
website, other outreach, and collaborations (see Box 4.2). In
addition to other dissemination tools, NIAMS has an inquiry
phone line in both English and Spanish (1-877-22-NIAMS).
Over the past five years, NIAMS has nearly doubled its ex-
penditures on public health education and information dis-
semination, to a total of three million dollars a year.

ENGAGING PROVIDERS IN HEALTH INFORMATION
DISSEMINATION

Ken Getz, M.B.A., President of CenterWatch, asked the
panel members to identify ways to better engage the health
provider community in dissemination of information to the



42 ENGAGING THE PUBLIC IN THE CLINICAL RESEARCH ENTERPRISE

“The general public wants to be educated, wants to be aware, and
we need to focus resources on this issue.”
—John Walsh

public. Mr. Walsh commented that the Alpha-1 Foundation
is committed to funding dissemination of research results.
The foundation initiated a process to update a standard of
care document and worked with the American Thoracic So-
ciety and the European Respiratory Society to convene a
writing group of 30 or 40 investigators for the task. The Al-
pha-1 community also played a role in the development of
AlphaNet, a disease management entity that has invested
several hundred thousand dollars in the development of a
comprehensive disease management program that the foun-
dation will be implementing and making available to physi-
cians.

The Alpha-1 Clinical Resource Centers, which operate
in most states in the United States, connect general practitio-
ners who have Alpha-1 patients with specialists who can pro-
vide specific treatment and research information. The cen-
ters also follow several Alpha-1 patients.

Dr. Wolcott said that more research is needed about how
to engage health care practitioners in lifetime learning. The
cost of this research will be far less than the delays in imple-
menting good clinical research, he commented.

TARGETING MESSAGES

Sometimes the willingness and the eagerness of the pub-
lic to learn best practices is proportionately greater than that
of the physicians who are “in the trenches” seeing patients,
commented Dr. Wolcott. He noted that because of demands
on clinicians’ time and other pressures, it is difficult to get
their attention. One way to get an NIH Consensus Report
into the hands of physicians is to restate it so that it becomes
a list of questions that patients ask their physicians about
treatment, he suggested.

Mr. Walsh noted that the Alpha-1 Foundation has de-
veloped screening models that involve the distribution of test
kits. He further commented that connecting a patient with a
physician and going to a local newspaper or the local cable
TV station to promote public interest in their story is a useful
way to disseminate information. “The general public wants
to be educated, wants to be aware, and we need to focus
resources on this issue,” he said. It may help to have new
standards of care, but press and media involvement are im-
portant to get the message across, he noted.

FUNDING FOR RESEARCH TRANSLATION

Hugh Tilson, M.D., Dr.P.H., Senior Advisor to the Dean
of the University of North Carolina School of Public Health,

identified himself also as the chair of the national steering
committee of the Agency for Healthcare Research and Qual-
ity-funded Centers for Education and Research on Thera-
peutics. He noted, from the perspective of his latter role, that
the lack of money to fund research about the translation and
dissemination of information regarding clinical trials is a
major impediment. Research questions such as the weight-
ing of evidence and the extent to which evidence should drive
practice need to be answered for effective application of re-
search results. He noted the importance of identifying a re-
search agenda on effective methods for translating research
into practice, as well as the need for an aggressive cross-
agency program to encourage multiple agencies to invest
money in this much-needed research.

An audience member then asked Dr. Katz how much
NIAMS spends on research that identifies effective means
of translation. He responded that NIAMS does not spend a
lot of money on this issue, because although it is a fruitful
area for pursuit, it is a generic problem for research. There
are paradigms that have to be developed, which is one of the
pursuits of the Office of Behavior and Social Science Re-
search. The education research that NTAMS has funded has
focused primarily on the area of rheumatology.

Dr. Wolcott noted that WebMD conducts consumer and
marketing research that provides insight about what works,
what doesn’t work, and how to improve operations. Chang-
ing health behaviors is part of WebMD’s product, so this
information is central to its mission. WebMD also owns
Medscape, which provides information services for physi-
cians.

“What happens now,” said Dr. Wolcott, “is we have
huge research and development operations throughout the
clinical research enterprise that generate lots of new, excit-
ing findings, but the marketing of these discoveries is dis-
connected... No publicly held company would operate that

s

“What happens now is we have huge research and development
operations throughout the clinical research enterprise that gener-
ate lots of new, exciting findings, but the marketing of these dis-
coveries is disconnected. .. No publicly held company would op-
erate that way; they would build the cost into the expenses for
research and development.”

—Barry Wolcott

way, they would build the cost into the expenses for research
and development.”

NEGATIVE CLINICAL RESEARCH RESULTS

When an audience member commented about the lack
of reporting about research demonstrating negative results,
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“Orphan or rare disease communities are starving for new thera-

pies. People understand that not everything will work and appreci-

ate honest communication on progress of research activities.”
—John Walsh

Dr. Katz pointed to the negative findings of the Women’s
Health Initiative regarding hormone therapy. He commented
that much healthcare practice is not based on strict evidence
like the reviews from the Cochrane Collaboration, adding
that many of the clinical studies reported in the literature are
driven by companies, which do not want to publish negative
results. The NIH is trying to find out whether something can
be learned from negative studies reported to the FDA, he
said.

From a consumer perspective, the knowledge that re-
search is being done is very important, said Mr. Walsh, and
knowing what has worked and what has not worked is even
more important. When a study supported by the Alpha-1
Foundation regarding use of a transgenic aerosol showed that
the intervention did not work, the company that developed
the aerosol, the Alpha-1 Foundation, and the investigators
involved reported the negative results. This action earned
them much credibility with the community.

“Orphan or rare disease communities are starving for
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new therapies. People understand that not everything will
work and appreciate honest communication on progress of
research activities,” he said, adding that it is important to
emphasize the positive lessons from each study and that work
will continue on the problem. Reporting all results will help
to keep the community engaged, he said. Dr. Wolcott com-
mented that the general population is more interested in
negative results than is the medical community. News orga-
nizations take their leads about what is medical news from
the traditional medical journals, which tend not to publish
negative results.

SUMMARY

High-quality clinical research is not very useful if its
findings are not implemented in practice. The Internet is one
promising tool for communicating the findings of health re-
search and could be used for other research purposes. Build-
ing a community-centered research infrastructure and facili-
tating community-centered research also can aid in the
translation and dissemination of research. Consensus Devel-
opment Conferences, ClinicalTrials.gov, and dissemination
strategies that include public input are important elements
for translation and dissemination implemented at NIH. Pri-
vate companies, government entities, and voluntary health
associations all have roles to play in the translation and dis-
semination of research results, as evidenced by the comments
of Dr. Wolcott, Dr. Katz, and Mr. Walsh.

The Internet and Health Communication

change.

The Role of VHAs

and provide information about research results.

which are part of the research infrastructure employed by the group.
of ethical, legal, and social implications; and outcome studies.

Translation and Dissemination of Research Results at NIH

targeted audiences.

Box 4.3 Summary
The Internet is now the primary way that most people in the U.S. get health information.
The Internet can be used to conduct research, facilitate connections between researchers and potential participants, and promote behavioral

There are concerns about privacy, confidentiality, validity, and credibility on the Internet.

Voluntary Health Organizations inform patients about the availability of clinical trials, recruit patients to trials, sometimes conduct or fund trials,

Several VHAs have expressed frustration about the difficulties of getting, sharing, digesting, and translating existing information; the lack of basic
information collected about their disease; and the lack of information about indirect costs to society of particular diseases.

Alpha-1 provides a model of community-centered collaboration that includes consumers, clinical researchers, government, and industry, all of

Community-centered research coordination includes stakeholder liaison meetings; expert advisory committees; FDA participation; consideration

NIH has employed consensus development conferences for 25 years in order to consolidate and communicate information of public health
importance. The public aids in identifying issues of importance and in interpreting some information. The results of the conferences are distributed to
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of patients required, and the study status of the trials.
Challenges to translating and disseminating information include:

to culture and vulnerable populations);
e making information available in many forms;

e providing enough valid information.

Targeting Messages

encourage their use.
dissemination of information.

Funding for Research Translation

ClinicalTrials.gov was launched in early 2000 to provide a single point of access for reliable trial-related information. The site is easily
searchable and contains approximately 7,100 trial listings. The entries include the purpose, eligibility criteria, location, contact information, number

e translating knowledge into behavior change of health care providers and the public;
e making information available to all Americans (this includes disseminating information at an understandable literacy level, and sensitivity

e knowing when and how to communicate the information, and

There is a need for more research about how to engage health care practitioners in lifetime learning.
Restating research findings such as those presented in NIH Consensus Reports as questions for patients to ask their physicians is one way to

The media is also a useful tool. Personal interest stories, such as those pairing a patient and doctor to talk to the media, can aid in the

There is a lack of funding for research about the translation and dissemination of research results. Companies build these costs into their
expenses for research and development, but other sectors have not marketed discoveries with the same vigor.
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Director, Office of Science and Extramural Research, CDC

Kenneth Olden, Ph.D.
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Panel 4: Steps to Improve the Translation and Dissemination of the Results of Clinical Research
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President and CEO Senior Vice President

Alpha-1 Foundation Clinical Services
WebMD Health

Stephen Katz, M.D., Ph.D.
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Questions from the Audience
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Speaker Biographies

PANEL 1: PARTICIPANT CENTERED CLINICAL
RESEARCH

MODERATOR — MYRL WEINBERG

MARSHALL H. CHIN, M.D., M.P.H., is Associate Pro-
fessor of Medicine, Associate Director of the Robert Wood
Johnson Clinical Scholars Program, and Director of the
NIDDK Diabetes Research and Training Center Prevention
and Control Core at the University of Chicago. He is a gen-
eral internist whose research focuses on improving the care
and outcomes of vulnerable patients with chronic disease in
community health centers. Dr. Chin’s current work tests mul-
tifactorial, community-based interventions including rapid
quality improvement, chronic disease management, provider
training in behavioral change, and patient empowerment. He
received the 2001 National Association of Community
Health Centers Innovative Research in Primary Care Award.
Dr. Chin received his M.D. from the University of Califor-
nia at San Francisco, and completed residency and fellow-
ship training in general internal medicine at Brigham and
Women’s Hospital, Harvard Medical School.

LAWRENCE W. GREEN, Dr.P.H., is the first director of
the CDC Office of Science and Extramural Research and
Associate Director for Prevention Research and Academic
Partnerships in CDC’s Public Health Practice Program Of-
fice. He served as Acting Director of CDC’s Office on Smok-
ing and Health and director of the WHO Collaborating Cen-
ter on Tobacco and Health, with responsibility for the
development and coordination of CDC’s global tobacco con-
trol strategy in collaboration with the World Health Organi-
zation. Prior to joining the CDC, he served as Director of the
Institute of Health Promotion Research and Professor and
Head of the Division of Preventive Medicine and Health Pro-
motion, Department of Health Care and Epidemiology, at
the University of British Columbia.
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ZELDA TETENBAUM, a science and health educator, is a
member of the NIH Director’s Council of Public Represen-
tatives. Her work as a patient advocate began in 1996 when
her adult son was diagnosed with a brain tumor, glioblas-
toma multiforme. During her search for information about
her son’s illness, Ms. Tetenbaum has been involved with the
American Brain Tumor Association and the Central Brain
Tumor Registry of the United States, and the North Ameri-
can Brain Tumor Coalition (NABTC), a network of 13 chari-
table organizations dedicated to eradicating brain tumors.
Currently, Ms. Tetenbaum serves on NABTC’s Board of
Directors and as Chairperson of its Advocacy Committee. In
addition to her volunteer and advocacy work, Ms.
Tetenbaum has devoted much of her professional life to edu-
cation. She was a science teacher at a junior high school in
[llinois for 21 years. When she retired in 1990, Ms.
Tetenbaum worked on a National Science Foundation
Teacher Enhancement Program at the U.S. Department of
Energy’s Argonne National Laboratory. Currently, Ms.
Tetenbaum consults for her local school district in Illinois.

JEROME W. YATES, M.D., M.P.H., is the National Vice
President for Research at the America Cancer Society. Prior
to joining ACS, Dr. Yates was the Senior Vice President for
Population Sciences at Roswell Park Cancer Institute. At
Roswell Park Cancer Institute, he was involved in efforts to
improve the prevention program and in the redefining of
clinical research priorities across the institute. Previously,
Dr. Yates served as the Associate Director for Centers and
Community Oncology at the National Cancer Institute,
where he was part of the group responsible for the genera-
tion and subsequent evaluation of the Community Clinical
Oncology Program (CCOP). He was also a participant in the
NCI-funded research on pain in connection with the CCOP.
Dr. Yates received his M.D. from the University of Illinois
in Chicago and an M.P.H. from Harvard.
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PANEL 2: MODEL COLLABORATIONS AMONG
COMMUNITY/ DISEASE ADVOCATES,
RESEARCHERS, AND SPONSORS

MODERATOR — LARRY GREEN

JENNIFER BRYSON is the Director of Corporate Affairs
at Genentech, Inc., a leading biotechnology company head-
quartered in South San Francisco, CA. Ms. Bryson brings
extensive experience in advocacy relations and longstanding
relationships with the cancer community and other patient
advocacy groups. She has been instrumental in the growth of
innovative collaborations between Genentech and patient
communities. During the development of Herceptin, a novel
breast cancer therapy, Ms. Bryson facilitated a unique and
lasting partnership between the company and breast cancer
advocates, which helped quickly enroll clinical trials and
make the treatment widely available to patients. Before join-
ing Genentech in 1999, Ms. Bryson held positions at
Ketchum Public Relations and Bass and Howes, Inc in
Washington, DC. Prior to her work at these firms, Ms.
Bryson worked on several statewide campaigns for women
candidates. She holds a bachelor’s degree from Mount
Holyoke College.

KENNETH A. BERTRAM, M.D., Ph.D., F.A.C.P., Colo-
nel, U.S. Army Medical Corps, is the Director of the Con-
gressionally Directed Medical Research Programs
(CDMRP) at Fort Detrick, Maryland. He directs all facets of
the DOD breast cancer, prostate cancer, ovarian cancer, neu-
rofibromatosis, and other peer reviewed medical research
programs, totaling $2.2 billion for the USAMRMC. COL
Bertram holds an Assistant Professor appointment at the
Uniformed Services University of the Health Sciences. He
obtained both his Ph.D. and his M.D. from the University of
Minnesota. He then moved to Madigan Army Medical Cen-
ter, where he completed his Internal Medicine residency and
Hematology/Oncology Fellowship and later served as Chief,
Hematology/Oncology Service. COL Bertram has conducted
translational research in breast cancer and participated as a
site Principal Investigator in the Southwest Oncology Group
clinical trials.

LESLIE FORD, M.D., is Associate Director for Clinical
Research and Acting Deputy Director of the Division of
Cancer Prevention at the National Cancer Institute. She is
responsible for the overall direction, conceptualization, plan-
ning, and coordination of cancer prevention clinical trials at
NCI. She has over 20 years experience in bringing cancer
clinical trials into community medical practices. As Chief of
the Community Oncology and Rehabilitation Program, she
expanded the Community Clinical Oncology Program
(CCOP), through which more than 10,000 men and women
are accrued each year to NCI-sponsored treatment and pre-
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vention clinical trials. She received her B.S. and M.D. from
SUNY Buffalo.

KEN OLDEN, Ph.D., was named as the third director of the
National Institute of Environmental Health Sciences
(NIEHS) and the second director of the National Toxicology
Program (NTP) in June 1991. Dr. Olden is a cell biologist
and biochemist by training, and has been active in cancer
research for almost three decades. He was director of the
Howard University Cancer Center and professor and chair-
man of the Department of Oncology at Howard University
Medical School (1985-1991), Washington, D.C., before join-
ing NIEHS. He joined Howard in 1979 as Associate Direc-
tor for Research after a stint at the National Institutes of
Health, first as a senior staff fellow, second as an expert,
then a research biologist in the Division of Cancer Biology
and Diagnosis, National Cancer Institute.

FRAN M. VISCO, J.D., is the first President of the Na-
tional Breast Cancer Coalition (NBCC) and a member of its
Board of Directors. Formed in May 1991, NBCC is a
grassroots advocacy organization of more than 600 member
organizations and 70,000 individual members. Ms. Visco is
an honors graduate of St. Joseph’s University and of
Villanova Law School where she was an editor of The
Villanova Law Review and a chair of the Women’s Law
Caucus. In 1993, President Clinton appointed Ms. Visco to
the President’s Cancer Panel and she was re-appointed for a
second term in 1996. Ms. Visco, who was elected to chair
the Integration Panel of the Department of Defense Peer-
Reviewed Breast Cancer Research Program, is the first con-
sumer to chair this panel. Ms. Visco co-chaired the National
Action Plan on Breast Cancer and serves on the National
Cancer Policy Board. Ms. Visco is a breast cancer survivor.

PANEL 3: INCREASING THE ROLE OF THE PUBLIC IN
RESEARCH OVERSIGHT

MODERATOR — QUETA BOND

ANGELA BOWEN, M.D., established the Western Institu-
tional Review Board (WIRB) in 1968 and has been the presi-
dent since 1991. She is a graduate of Mississippi State Uni-
versity and completed her postgraduate education in
research, medicine and endocrinology at the University of
Washington. Dr. Bowen has been active in clinical research,
as well as a consulting endocrinologist for over thirty years.
Her research interests have included tuberculosis, diabetes,
circadian rhythms and effects of hormone replacement
therapy. She is an accomplished speaker and a respected
author. Dr. Bowen participated in the working group to dis-
cuss revisions to the Declaration of Helsinki and in the de-
velopment of the Ethics Committee guidelines for develop-
ing countries. She is active in human subject protection.



52 ENGAGING THE PUBLIC IN THE CLINICAL RESEARCH ENTERPRISE

NANCY DUBLER, L.L.B., is the Director of the Division
of Bioethics, Department of Epidemiology and Social Medi-
cine at Montefiore Medical Center and Professor of Epide-
miology and Social Medicine at the Albert Einstein College
of Medicine. She received her B.A. from Barnard College
and her LL.B. from the Harvard Law School. Ms. Dubler
directs the Bioethics Consultation Service at Montefiore
Medical Center (founded in 1978) as a support for analysis
of difficult clinical cases presenting ethical issues in the
health care setting. She lectures extensively and is the author
of numerous articles and books. She is Co-Director of the
Certificate Program in Bioethics and the Medical Humani-
ties, conducted jointly by Montefiore Medical Center/Albert
Einstein College of Medicine with The Hartford Institute of
Geriatric Nursing at New York University.

DANIEL FEDERMAN, M.D., is the Carl W. Walter Dis-
tinguished Professor of Medicine and Medical Education at
Harvard Medical School in Boston, Massachusetts. He pre-
viously served on the faculty of Harvard Medical School
from 1960 to 1972, and was simultaneously on the staff of
the Massachusetts General Hospital. From 1972-77 he was
Chairman of the Department of Medicine at Stanford Medi-
cal School. He then returned to Harvard Medical School. Dr.
Federman has served as Chairman of the American Board of
Internal Medicine, Chairman of the Federated Council for
Internal Medicine, and President of the American College of
Physicians. He is a member of the Institute of Medicine. He
has received numerous awards including the AAMC’s
Abraham Flexner Award for Distinguished Service to Medi-
cal Education in 2001. Dr. Federman received his M.D. from
Harvard Medical School. His clinical training at Massachu-
setts General Hospital was followed by research training at
the National Institutes of Health. He holds a D.Sc., honoris
causa, from Mt. Sinai School of Medicine.

GREG KOSKI, M.D., is the first Director of the new fed-
eral Office for Human Research Protections (OHRP) within
the Office of the Secretary of the Department of Health and
Human Services. He also chairs the Human Subjects Re-
search Subcommittee (HSRS) of the National Science and
Technology Council’s Committee on Science. Prior to join-
ing OHRP, Dr. Koski spent more than thirty years at
Harvard, during which he participated in every facet of aca-
demic life and human research. Under his leadership, the
Office for Human Research Protections is moving from a
reactive compliance-focused system of oversight and sanc-
tions to a proactive system focused on prevention of harm to
subjects—a system in which performance excellence is
achieved through education, support and quality improve-
ment. In collaboration with the Food and Drug Administra-
tion, the National Institutes of Health and other federal agen-
cies, his office is working to identify new opportunities to
make our system for protection of human subjects more effi-
cient and more effective.

MARJORIE A. SPEERS, Ph.D., is the Executive Director
of the Association for the Accreditation of Human Research
Protection Programs (AAHRPP), which employs a volun-
tary, peer-driven, educational model of accreditation. She
served at the National Bioethics Advisory Commission from
1999-2001, both as project director for a report on the re-
search oversight system and as Acting Executive Director.
Dr. Speers was Deputy Associate Director for Science at the
Centers for Disease Control and Prevention (CDC) from
1995-2000. She held a variety of positions at CDC from
1988-1995: Director of the Division of Chronic Disease
Control and Community Intervention, Chief of the Aging
and Statistics Branch, and staff epidemiologist. Prior to join-
ing CDC, she was a faculty member at the University of
Texas Medical Branch and the University of Connecticut.

PANEL 4: STEPS TO IMPROVE THE TRANSLATION
AND DISSEMINATION OF THE RESULTS OF CLINICAL
RESEARCH

MODERATOR — NANCY SUNG

STEPHEN KATZ, M.D., Ph.D., is Director of the National
Institute of Arthritis and Musculoskeletal and Skin Diseases
at the National Institutes of Health and also serves as chief of
the Dermatology Branch of the National Cancer Institute.
He received his undergraduate degree from the University of
Maryland, his MD from Tulane Medical School, and a Ph.D.
in immunology from the University of London. He has pre-
viously served as the Marion B. Sulzberger Professor of
Dermatology at the Uniformed Services University of the
Health Sciences. Dr. Katz is the President of both the Inter-
national League of Dermatological Societies and the Inter-
national Committee of Dermatology. As a Dermatologist/
Immunologist, he has contributed to our basic and clinical
knowledge about skin and skin diseases. He is a member of
the IOM.

JOHN W. WALSH was diagnosed with Alpha-1 Antit-
rypsin Deficiency (Alpha-1) in 1989. He has dedicated his
life’s work to promoting research and finding a cure for the
disorder. In 1995 he established the Alpha-1 Foundation, a
not-for-profit corporation dedicated to providing the leader-
ship and resources to increase research, improve health, pro-
mote worldwide detection, and find a cure for Alpha-1. In
addition, he is co-founder of AlphaNet, a not-for-profit dis-
ease management company specializing exclusively on Al-
pha-1, where he serves as Chairman and President. Walsh
serves as an active member of various voluntary health
agency committees and governmental advisory committees.
He has been reappointed by the Secretary of Health and
Human Services to serve a second term on the Advisory
Committee on Blood Safety and Availability. He serves on
the American Thoracic Society Public Advisory Roundtable,
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the National Heart Lung and Blood Institute Public Informa-
tion Council, is on the Board of Directors of Primary Im-
mune Services, Inc., and is co-founder of the Plasma Users
Coalition.

BARRY W. WOLCOTT, M.D., serves as Senior Vice
President, Senior Medical Editor, Portal Services at WebMD
Corporation, employing his experience developing and inte-
grating patient-focused decision support systems. In January
2000, he joined Carelnsite (which merged with WebMD in
September 2000). Prior to joining WebMD, he was Chief
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Medical Officer at Access Health. Dr. Wolcott served as as-
sociate professor and the first chairman of the Department of
Operational and Emergency Medicine at the F. Edward
Hebert School of Medicine in Washington, DC from 1982 to
1993. Today, he continues his academic appointment at the
F. Edward Hebert School of Medicine and has clinical privi-
leges at the Naval National Medical Center in Bethesda,
Maryland. Dr. Wolcott graduated from Johns Hopkins Uni-
versity School of Medicine in 1970 and completed his Inter-
nal Medicine residency at Walter Reed Army Medical Cen-
ter in Washington, D.C.
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Background for CRR Workshop: Exploring New
Models for Engaging the Public in the Clinical
Research Enterprise

PARTICIPANT-CENTERED CLINICAL RESEARCH:
MODEL COLLABORATIONS AMONG COMMUNITY/
DISEASE ADVOCATES, RESEARCHERS, AND
SPONSORS

The ultimate goal of clinical research is to positively
affect the health of people, and those who participate in hu-
man studies are the cornerstone of the clinical research en-
terprise. However, the perspectives of participants have not
generally been incorporated into formulating the research
agenda and carrying it out; the public, including research
participants, have often been seen as passive recipients of
research results. This approach has led to problems in the
application of research findings in the general public.

However, research participants have begun to take a
greater part in the research process, from formulation of re-
search priorities to the ethical review of research proposals
to the dissemination of research results. These developments
are nascent and the inclusion of participants in the traditional
research model is not without problems, but if the clinical
research enterprise stakeholders wish to gain the trust of
skeptical populations, retain participants, address the issues
of most importance to particular communities, and dissemi-
nate their results among the populations affected by the re-
search, they must engage participants at many stages of the
research process.

The Department of Defense Congressionally Directed
Medical Research Programs were among the first to involve
consumers in the evaluation of funding decisions for re-
search. Since 1995, these DoD programs have included the
perspective of consumers who are survivors of the particular
cancer being studied (e.g., breast cancer) or their family
members. Consumer reviewers are expected to represent the
perspective of those affected by the disease and to ensure
that the projects reflect the needs and concerns of the af-
fected community. They are full voting members of the re-
view panel; they can comment on the technical merits of
proposals, but are not required to fulfill a scientific role.
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According to DoD assessments, the program has been suc-
cessful—consumer reviewers feel that they have made
valuable contributions to the reviews and that scientists on
their panels have shown them respect and acceptance; sci-
entists have indicated that the community presence on the
panels has served as a reminder of the human aspect of
disease and has enhanced communication to gain a mutual
understanding.

It is important to note that the definition of participants
is not limited to those directly taking part in research—re-
searchers must also engage academic and practice commu-
nities, research advocacy groups, public health officials, and
similar groups in order to ensure that their research is rel-
evant and its results are useful. For example, clinicians must
be engaged in the application of “best practices” developed
through research.

Other terms for Participant Centered Clinical Research
include “Community Based Participatory Clinical Re-
search,” “Community Based Research,” “Participatory Re-
search,” “Participatory Action Research,” “Action Re-
search,” “Empowerment Evaluation.”

Selected Model Programs of Participant-Centered Clinical
Research:

Department of Defense Congressionally Directed Medical
Research Programs
http://cdmrp.army.mil/CWG/default.htm
Project LEAD (National Breast Cancer Coalition—this is a
training program to aid public participation in the research
process)
http://www .natlbcc.org/bin/index.htm
The Detroit Community-Academic Urban Research Center
http://www.sph.umich.edu/urc/
Prevention Research Centers (Centers for Disease Control
and Prevention)
http://www.cdc.gov/nccdphp/aag/aag_prc.htm
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Community Programs for Clinical Research on AIDS (NIH)
http://www.cpcra.org/

HIV Vaccine Trials Network (NIH)
http://www.hvtn.org/

Women’s Interagency HIV Study (NIH)
https://statepiaps.jhsph.edu/wihs/

Community Advisory Boards (various components of NIH,

no single website)
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default.htm.
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tient Advocacy and Research Ethics. New York, NY: Ox-
ford University Press.
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INCREASING THE ROLE OF THE PUBLIC IN
RESEARCH OVERSIGHT

As outlined above, research participants are essential to
carry out clinical research and also have a role in promulgat-
ing research results. In addition, they have a role to play in
reviewing research to ensure that it is ethical by the stan-
dards of potential participants, to offer a view from outside
the traditional scientific mold.

The regulations governing human research in the United
States require that Institutional Review Boards (IRBs) have
at least one “non-scientific” member and at least one mem-
ber not affiliated with the institution; their role as public
members is to ensure that the ethical review of research pro-
posals is not dominated solely by scientific professionals.
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Their participation in research review is essential to foster
transparency to promote public trust, ensure that research is
consistent with participant community values, and make sure
the protection system is accountable.

However, recruiting and training participant representa-
tives for IRBs is not always easy. While public members and
consumer representatives that serve on health care licensing
and similar boards are trained and supported by the Citizen
Advocacy Center, there is no similar non-disease-specific
group to serve this role for IRBs. Among advocacy groups ,
the National Alliance for the Mentally Ill offers a training
guide for consumers to serve on IRBs, but this guide is the
exception rather than the rule.

When public members can be identified, trained, and
recruited, there is still potential that they may have difficulty
in fully participating. The needs of public members may
differ from those of other members, for example, meeting
after normal work hours, assistance in translation and under-
standing of scientific issues, and other issues.

Selected References

Bastian H. 1994. The Power of Sharing Knowledge:
Consumer Participation in the Cochrane Collaboration.
http://www.cochraneconsumer.com/p_Involve.asp.

Citizen Advocacy Center. 2002. About CAC. http://
www.cacenter.org/about.htm.

Dresser R. 2001. When Science Offers Salvation: Pa-
tient Advocacy and Research Ethics. New York, NY: Ox-
ford University Press.

IOM. 2003. Responsible Research: A Systems Approach
to Protecting Research Participants. Washington, DC: The
National Academies Press.

National Alliance for the Mentally I11. 2001. Serving on
a Research Review Board. http://www.nami.org/research/
reviewboard.html.

STEPS TO IMPROVE THE TRANSLATION AND
DISSEMINATION OF THE RESULTS OF CLINICAL
RESEARCH

One of the major issues blocking the application of ba-
sic scientific discoveries and the results of clinical trials to
improve human health is the lack of planned dissemination
and translation of clinical research results. If the results of
clinical research are not shared and translated, people will
not benefit from the new knowledge produced by that re-
search and vetted clinical results will not be applied in prac-
tice.

While “best practices” and similar research are often
targeted at practicing doctors and similar professionals, com-
munication with the general public is also important to im-
prove the nation’s health. If a person has arthritis, for ex-
ample, she will want to know what her options are for
treatment. Perhaps she has heard that glucosamine works to
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alleviate symptoms. How can she check this information for
accuracy? Will she be able to understand trial results that are
not communicated in nonscientific language? If she finds
contradictory information, how can she determine which
treatment options may be right for her? With the growing
popularity of the Internet, how does she know which infor-
mation is valid? If the research reflects “real world” consid-
erations, its findings are more likely to have an impact on the
health of the public.

A website developed by the Department of Health
and Human Services and other federal agencies (www.
healthfinder.gov), has a search engine and other features that
link the user to reputable websites for more information.
Additionally, other privately operated websites such as
webmd.com provide health information and tools for users.
The information is presented in nonscientific language and
the sites are relatively easy to use. Often, however, indi-
viduals rely on press accounts that can be contradictory (i.e.,
the plethora of articles about what really makes people fat,
whether mammography is effective, whether hormone re-
placement therapy is harmful or helpful) and are often too
short to provide the full context of findings and their impli-
cations in relation to other trials.

Clinical research results and their meanings in the
context of current knowledge must be communicated in
order to be effective. For this to occur, the scientists who
generated the results should be more involved in the trans-
lation and interpretation of those results for a broad audi-
ence. Likewise, members of the public should contribute
to the translation and dissemination of research results, as
well as the interpretation of the implications of new find-
ings. It is important to note that this will require time and
resources for the activities that aid translation and dis-
semination.
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Appendix D

Voluntary Health Agencies and
the Clinical Research Enterprise:
Exploratory Focus Groups

BACKGROUND AND PURPOSE

It is estimated that in the next 5 years there will be a 6-
fold increased need for study participants in clinical research.
Understanding how stakeholder and participant groups, such
as Voluntary Health Agencies (VHAS), fit into the Clinical
Research Enterprise (CRE)—and might better fit into it in
the future—is thus more important than ever. To do that ef-
fectively, the Institute of Medicine (IOM) contracted with
Balch Associates to conduct exploratory focus group re-
search on current perceptions, practices, barriers, benefits,
enablers, and needs of VHAs in the CRE, and on ways to
improve this role and the CRE. George 1. Balch, Ph.D., pre-
sented the findings of this report to the Clinical Research
Roundtable in December 2001.

METHOD

We conducted a total of four nationwide computer-as-
sisted telephone (CAT) focus groups (see Appendix A) with
29 VHA personnel in 20 VHAs that are members of the
National Health Council (NHC) and one VHA that was not a
member. These were VHAs that were willing and able to
participate in the study in response to inquiries from the
NHC. Appendix B lists the VHAS in the study.

These VHAS represent a variety of common and rare
diseases and conditions, including genetic diseases, auto-
immune diseases with no known cause, birth defects, and
mental illnesses. Of the 21 VHAs that participated 43 per-
cent were membership organizations and 85 percent fund
clinical research, with support ranging from $20,000 per year
to $119.4 million per year.

The first focus group was composed mainly of Top
Management. The remaining three groups were composed
of people who play roles related to clinical research, such as
program directors, science and research directors, and direc-
tors of patient education and services. In addition, two in-
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depth interviews were conducted with science and research
directors of two other national non-profit organizations that
are stakeholders in the clinical research enterprise: Paralyzed
Veterans of America and the Society for Women’s Health
Research..

All focus groups and interviews followed a discussion
guide (Appendix C) developed by Balch Associates with
input from IOM. Focus group sessions were observed by a
staff member of IOM and audio taped (with participants’
consent) and transcribed for the sole purpose of writing re-
ports. This report is based on analysis of those transcripts.

Note: Qualitative research of this sort provides rich data that are
most useful in exploring and understanding what and how people
think, feel, and behave. While instructive and suggestive for the
development of hypotheses, ideas, strategy, and future research,
the findings are not statistically projectable to any population of
individuals or organizations. Where findings are similar across
groups—as they often are in this study—confidence in the find-
ings is enhanced.

KEY FINDINGS

Benefits of Clinical Research

All participants noted important benefits of clinical re-
search. In view of their willingness to participate in a study
about the CRE, one would expect as much. Participants noted
benefits to their constituents—those who have or might de-
velop the disease or condition that their organization deals
with—and benefits to their organization.

Participants expect clinical research to benefit their con-
stituents, ultimately, by producing effective treatments, de-
lay of onset, prevention, and cure for the disease/condition.
More proximal benefits of clinical research include:
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¢ Better treatments;

e Better care for improved quality of life;

e Helping some qualify for insurance benefits and
direct care they might not be able to get otherwise;

»  Providing care for those for whom clinical trials are
the standard of care (e.g., kidney cancer patients);

e Providing improved management of the disease/
condition;

e Helping to make treatment available to those who
are not now treated (as with many mental health problems);

e A sense of hope;

» FDA approval for treatments that are now used
“off-line” for the disease and not covered by health insur-
ance;

»  Early diagnosis of some diseases; and

» Identifying more of the people who have a rare dis-
ease.

They consider research fundamentally beneficial to the
success of their agencies’ efforts to achieve their missions.
These organizations benefit from research through:

e Supporting advocacy for various issues, such as
raising public awareness about the disease/condition, raising
public awareness of need for community services (support
in schools, transportation for disabled), raising public and
private funding for research and treatment, and removing
barriers to patient access to clinical trials;

e Providing the basis for education of patients and
physicians;

e Showing their organization’s accountability—
through clinical breakthroughs;

»  Supporting the credibility of the agency;

*  Encouraging fund raising, a strong appeal to do-
nors;

»  Keeping pharmaceutical companies in touch with
rare patient populations ;

*  Helping the VHA to identify and convene research-
ers to focus on their specific problems; and

» Identifying new patients/constituents when doctors
inform the agency of their involvement in a clinical study.

While clinical research is important to all of them, their
interests go beyond clinical research. Most commonly their
other priorities are education (of physicians, patients, and
the public) and advocacy. Some agencies also place high
priority on direct patient assistance to improve quality of
life, such as direct care, support groups, and financial re-
sources.

Moreover, clinical research is not the only kind of re-
search they consider important. Some find it difficult to sepa-
rate “basic” and “clinical” research, on the grounds that re-
search that contributes to understanding the disease process
can be based on animals or on humans. Some consider re-
search that translates basic and clinical research into appli-

cations that doctors and patients can and do use (such as
using the latest treatments, following recommendations for
self-monitoring, respectively) equally important. And some
have particular interest in health policy and health services
research.

Kinds of Involvement in Clinical Research

These agencies are involved in a remarkable variety of
efforts related to clinical research, often creative and invari-
ably tailored to their respective missions, needs, and capa-
bilities. In addition to direct efforts such as funding and, to a
lesser extent, conducting clinical research, VHAs have found
numerous unique ways to influence clinical research. These
efforts particularly tap their ingenuity, flexibility, and spe-
cial resources to encourage and enhance clinical research in
the interests of their missions. They collaborate, convene,
consult with other entities in the clinical enterprise; attract
and support researchers, educate clinicians, patients, and the
public; and recruit patients to clinical research studies.

Funding, Conducting, and Attracting Research (and
Researchers)

Funding and conducting clinical research are the most
direct and obvious ways in which VHAS are involved. The
largest agencies fund or co-fund major clinical trials. Some
of the smaller, “niche” or orphan disease agencies provide a
small number of small research grants to researchers. Some
of the newest and smallest agencies fund no research at this
time.

Of course, VHASs are not the main source of funds for
clinical research. Even the largest organizations may not be
principal funders of large clinical trials. They may provide
“complementary” dollars, such as bridge grants.

Many VHAs tend not to fund clinical research trials
because of the large cost involved and, for many, the need
and ability to have greater impact in more innovative or ba-
sic ways. For example, as will be discussed further below,
they do so by funding new research and researchers to attract
them and their research into their own disease area. Few of
these VHAs actually conduct research themselves, as distin-
guished from funding it.

One of the major barriers and opportunities VHASs see
to funding high quality research is attracting high quality
researchers into their field. Even the largest research
funders, such as the American Cancer Society (more than
$100M/year), feel that they lack the funds to compete di-
rectly for researchers with the massive funding offered by
private industry, NIH, and foundations (more than $6B-$7B/
year). They see a large and growing shortage of physician
scientists.

Many fund beginning researchers, in order to encourage
them to enter research, to conduct research in their field, and
to build up their work to the point where they can secure
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funding from NIH. They provide funds to help beginning
researchers, particularly physicians, overcome the great ob-
stacles that they face in entering and remaining in a career in
clinical research. These obstacles include the need to pay off
education loans from medical school, the need to get research
training, and the need for enough protected time to produce
research results that enable them to compete effectively in
“the larger environment” for greater funding. These VHAs
tailor their grants to address these obstacles.

Collaborating and Consulting/Advocating with Other CRE
Entities

Collaborating with other CRE entities is a major way in
which VHAs leverage their expertise, their commitment, and
their resources. Several collaborate with NIH in various
ways. Some also collaborate with the pharmaceutical indus-
try, biotechnology companies, and the FDA. They do so to
educate, stimulate and enable these organizations to conduct
research in their field, as well as to identify and address spe-
cific problems in the disease, treatment, research design, and
approval process. VHAs have, for example:

e Developed and funded a “clinical trials network” of
academic and industry partners for phase 1 and 2 research,
together with the VHA’s “care network™ to access patients.

e Invited biotechnology and pharmaceutical compa-
nies to join a VHA “Industry Liaison Council” to interest the
pharmaceuticals in their disease, provide peer coaching to
help biotechnology companies navigate the difficult FDA
approval process, work with insurance companies to change
the reimbursement process for clinical research, develop
educational materials for constituents, and provide a patient
population for research.

e Created a liaison group endorsed by NIH that in-
cludes several of its Institutes, FDA, biotechnology compa-
nies, pharmaceutical companies, and their own medical and
scientific leadership, as well as one or two consumers. They
confer quarterly to discuss issues of clinical trial design and
identify areas that industry could not discuss amongst them-
selves (because of competitive secrecy and federal regula-
tion). The resulting cross-fertilization is used to develop fo-
cused workshops designed to resolve issues and develop
consensus. They have also designed clinical trials together.

e Used their patient registry to enroll patients for
clinical trials conducted by industry.

e Has clinical trials reviewed by the VHA'’s standing
ELSI committee before committing patients from their registry.

e Worked with multiple institutes at NIH to establish
criteria by which to offer investigators whose meritorious pro-
posals fell below the pay line competitive bridge grant oppor-
tunities to improve their research and re-apply to NIH; some
80 percent of their grantees have succeeded with full grants of
$20M-$22M that would not have otherwise been made.

e Convened regularly international research confer-
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ences among leading researchers to inform one another and
VHA constituents of current research activity; and

e Convened industry and physicians who are inter-
ested in pre-clinical and clinical trials to encourage combi-
nation therapy and encourage communication and encour-
age more clinical trials.

VHAs also influence other CRE entities through con-
sultation and advocacy on issues and policies. For example,
VHAs have:

»  Developed a data safety monitoring board, includ-
ing outside experts and experts on research and care in a
disease, that has been helpful in identifying and monitoring
the patient’s safety; they have brought their work before
Congress;

e Influenced standards for clinical trial protocols in a
particular disease about what happens to patients at the end
of the trial, e.g., patients are informed of the results of the
trial, are usually told what their particular status was in the
trial, are rolled over into therapy;

e Advocated successfully for more/particular kinds
of research and guidelines for protection of patients in re-
search; and

e Had a major role in setting and monitoring compli-
ance with new FDA and NIH guidelines on inclusion of
women in federally funded research.

Recruiting or Informing Patients About the Availability of
Clinical Trials

Many VHASs both inform patients about the availability
of clinical trials and recruit patients to trials. Many do not.

Why and What They Do or Do Not Recruit

Those who recruit do it because of patient demand for
better treatment than otherwise available to them, as well as
to learn more about the disorder. Many do not recruit pa-
tients at all, and provide only links to websites and advise
patients to participate at their own discretion. They are con-
cerned primarily with the responsibility and potential liabil-
ity of connecting people to trials whose safety they have not
been able to assure or control.

Those that recruit patients select the trials in a variety of
ways in order to address this concern. Most will refer to NTH
trials, some exclusively so. Many agree that neither industry
nor NIH makes it easy for their VHASs to be informed and to
disseminate information. They would like speakers and writ-
ten education materials in lay terms; finding, translating, and
disseminating the information makes great demands of their
limited time, money, and labor.

Some recruit only for trials whose researchers or re-
search centers they support or whose protocols they have
reviewed. Others also rely on third party sources of indepen-
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dently reviewed trials (e.g., Center Watch and Hopelink).
They are particularly leery of industry sponsored trials with-
out independent review.

Several operate registries—databases of patients who
have expressed interest in participating in clinical trials, and
may have even provided blood or other samples. Research-
ers can then apply to the registry to use the patients or mate-
rial to conduct studies. The VHAs review the protocols as a
condition of granting access to the registry, and may enroll
the patients directly, providing a buffer from the companies
and researchers that wish access to them.

A related ethical policy concern is the reported absence
of guidelines for genetic registries among small, new VHAs.
These VHAs are not aware of the specific needs and tech-
niques for protection of confidentiality of these sensitive
data. The National Organization of Rare Disorders, the Ge-
netic Alliance, and the National Health Council provide such
information to members. The small, new VHAs are unlikely
to be aware of these organizations.

Information \Vehicles

Nearly all of the VHAS represented in our focus groups
provide information about clinical trials, both about results
of trials and about ongoing trials. They use newsletters, their
website, and chatrooms, call centers to respond to questions,
patient magazines, and even (for the American Diabetes
Association) a monthly magazine on newsstands that has a
monthly circulation of 100,000. They use their local chap-
ters to put on health fairs and hold community forums. Usu-
ally, these vehicles are available to non-members as well as
members. Some recruit for clinical trials through their local
chapters, through the sites that they fund, and, as previously
mentioned, through their registries.

Some VHAs also inform professionals (physicians and
investigators) through publication in journals, magazines
scientific meetings that they convene. They do this so that
these professionals will distribute the information to their
patients and publics.

Some VHASs reach out to minorities: translate materials
into Spanish, place stories in women’s magazines (for ex-
ample, multiple sclerosis is more common among women).
Several engage in outreach directly to communities, for ex-
ample, via grass roots efforts with Native American tribes
and with African American and Hispanic church-based pro-
grams. Some do so indirectly, through collaboration with
minority health professional organizations, such as the Na-
tional Black Nurses Association and the National Hispanic
Medical Association.

Barriers to VVHAs Getting Information and Some Ways They
Cope

All VHAS have great difficulty finding out and keeping
updated about the full range of clinical trials available, espe-

cially because of the reluctance of pharmaceutical compa-
nies and individual investigators and institutions to part with
the information. They find it hard to get relevant information
about research that is ongoing or even about research that is
completed. They see no comprehensive, up-to-date source
of information about trials. All agree that there is no single
comprehensive, up-to-date source of independently reviewed
clinical trials. They would love to see a comprehensive, up-
to-date database on clinical trials, such as the national clini-
cal trials database that they had expected to be in place some
time ago. Competitive commercial and publication pressures
keep researchers and research organizations (both commer-
cial and governmental) from sharing until they have been
published. And, some believe, some of these organizations
either do not think of sharing information with VHAs very
early or often, if at all, even when the information is not in
usable form for VHASs to pass on to their lay constituents.
(They also note that some of the government organizations
are reluctant to include VHA supported clinical trials on their
websites.)

In addition to the difficulties of getting, sharing, digest-
ing, and translating existing information, several VHAs are
frustrated by the lack of basic information collected about
their disease, such as prevalence, co-morbidities, and basic
disease management needs, as well as information about the
substantial indirect costs of the disease to society. Some
VHAs with rare disorders have great difficulty identifying
patients, since there are no professionally recognized and
distributed standards for detection of their disease to inform
physicians of what to look for. These VHASs believe that the
lack of this information is a disadvantage for public funding
for research and services for these diseases.

The timeliness of the information that they get is some-
times another barrier to their effectiveness. Several find
themselves uncomfortably surprised when a reporter or a
constituent calls them for comment about research reported
in the mass media. Among medical research journals that get
substantial mass media coverage, only JAMA provides elec-
tronic alert a week in advance of publication to those who
register for their e-alert list. Some VHAs rely on a web-based
service that delivers mass media stories by science and health
writers.

Two factors—both related to their own efforts and re-
sources—help some VHAS to get access to relevant, timely
information about clinical studies: the networks and the reg-
istries that they have built and maintained. VHAs that have
committed substantial time, energy, and resources to develop
and maintain contact networks with researchers, companies,
and government agencies have found those efforts necessary
and the results rewarding. This is a major source of their
best, most timely information. It does not come easily, espe-
cially for VHAs that address rare, non-commercially-prom-
ising disorders.

For VHAs with a disorder that has commercial promise
and that “own” a patient base in the form of a registry, re-
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searchers inevitably come to them to recruit patients for tri-
als. Because of this ownership, they also get early needed
information about the trials for dissemination to patients and
physicians.

Information Gaps for Patients

Despite their best efforts to inform, VHAs often find
substantial information gaps and misconceptions in the
minds of their patient publics. Some of these gaps and mis-
conceptions result from “media hype” about the promises
and risks of clinical trials, and some of them result from the
desperation of those in need of treatment. Several partici-
pants would welcome a general public education campaign
about clinical trials to raise awareness, dispel common mis-
conceptions, and immunize against “media hype.”

These VHA representatives find that patients need help
in recognizing that:

e Not all clinical trials result in proven therapies

»  Some research requires a placebo control arm

e Clinical trials have high quality of care and prepa-
ration, and are not “guinea pig” treatment.

Patients also need to be informed of the results of the
trial in which they participate, which apparently does not
always happen. They often need more help than is provided
in understanding the informed consent process, so they have
overlooked neither real risks nor benefits and have a realistic
sense of the ratio.

Barriers to Patient Participation in Clinical Trials

These VHAs often found their efforts to recruit patients
to clinical trials thwarted by a variety of important barriers
that many are engaged in advocacy to relieve:

e Availability of trials for some disorders that are less
commercially appealing;

e Availability of trials for some groups for whom it is
hard to design or deliver ethical trials, such as children,
people over 72 years old, people who live far from tertiary
health care institutions;

» Insurance coverage of the ancillary costs for clini-
cians, such as costs of enrolling patients, time needed to dis-
cuss participation in trials, and time needed to administer
some treatments;

» Patient concerns about trust in the system, such as
fears of discrimination based on information about their
genes;

e Non-responsiveness of the CRE to outcomes that
patients and some VHAs value, such as ability to function
with the disorder (instead of “symptom reduction” or more
distal outcomes);
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»  Perceived inadequacy of health surveillance of pa-
tients in trials so one could “jump in early™;

*  Clinician reluctance to refer patients to clinical tri-
als (and, in some cases, reluctance to apply the latest tested
treatments).

Some VHAs are also concerned that more trials might
be designed for the welfare of patients. For example:

Fund some more innovative research, rather than.
spreading the money around universities and relying exclu-
sively on the inherently conservative peer review process;

e More trials with closer end points so that fewer re-
cruits are needed and results can come earlier; and

e More research on the realities of those who live with
the medical conditions, such as research on how to manage
flaccid bladders for people with spinal injuries and research
on the cost-effectiveness of power wheelchairs (to avoid ro-
tator cuff problems) vs. manual wheelchairs.

APPENDIX A: COMPUTER ASSISTED TELEPHONE
(CAT) FOCUS GROUPS!

Telephone focus groups have been in use for over 30
years, and have been enhanced by computer technology in-
vented in the past five years. Organizations are increasingly
finding it valuable for reaching people from all over the
United States (and even internationally), going beyond the
usual less-than-a-handful of large cities to represent many
locations and kinds of participants that could not otherwise
be considered. It is especially useful where participants are
geographically dispersed, relatively rare, reluctant or unable
to travel to a central facility, or in need of anonymity.

People participate from the comfort of their home, of-
fice, or other private place where they have access to a phone.
This permits people to participate with equal ease across lo-
cations. Participants may also feel more candid than in face-
to-face groups because there is less opportunity for facial
“intimidation.” All are equal on the phone. There are fewer
distractions, less silence, less formality and posturing, and a
greater sense of privacy.

Everyone can hear everyone else very clearly. Because
everything is said directly into their ears, participants are all
psychologically closer than in face-to-face groups. No side
conversations are possible. Interaction starts fast and is often
more natural and intense than in face-to-face groups. The
fact that participants cannot see each other is not unusual or
problematic. People use the phone to communicate all the
time. Participants use complete sentences and nonverbal re-
marks, like “uh-huh” to substitute for the nonverbal head

! For further detail, see Silverman, George (1996) Introduction to Tele-
phone Focus Groups. www.mnav.com/phonefoc.htm. Orangeburg, NY:
Market Navigation, Inc.
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nods. They are encouraged to “chorus” their agreement or
disagreement. Pauses become much more obvious and mean-
ingful. Many other nonverbal auditory cues supplement the
conversation, such as participants using their name each time
they speak. Products, concepts, ads, and other “hands-on”
materials can be sent in advance and experienced in the pri-
vacy of participants’ home or office—either during the ses-
sion or before it.

The computer technology provides several unique ad-
vantages, such as: (1) the moderator can identify who is talk-
ing—on a computer screen; (2) client observers can call in
from anywhere and listen without being heard and can even
pass notes to the moderator (on the moderator’s computer
screen)? without interrupting the group session; (3) partici-
pants can be separated into subgroups (separate lines) while
the moderator travels between them and then reunites them;
(4) groups can be polled anonymously on specific issues—
and results printed out.

Compared to face-to-face focus groups, telephone focus
groups are more representative, easier to recruit, can be set
up more quickly, and eliminate the costs, time, and inconve-
nience of travel for client observers as well as for partici-
pants. They permit involvement across more clients as well
as participants.

APPENDIX B: VHAS IN FOCUS GROUP STUDY

e Alpha-1 Foundation

*  Alzheimer’s Association

e American Cancer Society

*  American Diabetes Association

e American Kidney Fund

e Amyotrophic Lateral Sclerosis Association

e Asthma & Allergy Foundation of America

»  Epilepsy Foundation

e The Foundation Fighting Blindness

*  Kidney Cancer Association

e The Leukemia and Lymphoma Society

e The National Pemphigus Foundation

e Lupus Foundation of America

*  March of Dimes Birth Defects Foundation

e Myasthenia Gravis Foundation

e National Down Syndrome Society

»  National Mental Health Association

e National Multiple Sclerosis Society

e National Sleep Foundation

e Sturge-Weber Foundation

e Cystic Fibrosis Foundation (VHA not a member of
National Health Council)

2 Observers need no computer to do this; they use their telephone
touchpad to contact a technical assistant who transmits the note.

APPENDIX C: DISCUSSION GUIDE FOR VOLUNTARY
HEALTH AGENCY/ CLINICAL RESEARCH ENTERPRISE

Objectives: to explore current perceptions, practices, barriers,
benefits, enablers, and needs of VHAS in the clinical research en-
terprise in order to identify realistic ways to improve this role and
the clinical research enterprise.

Introduction
Telephone Introduction
e Welcome, thanks for participating
e Introduce topic, moderator, participants—{first name,
VHA, part of country
e Describe process

(5-10 minutes)

Benefits (10-15 minutes)

e What benefits, if any, do your VHAs expect from
clinical research for members?
e For the VHA?

e In what ways are these benefits important to your
VHASs?

e What’s more important to them than clinical re-
search? Less?

Current Clinical Research Involvement
& General Perceptions (30 minutes)
e Let’s think first about how, if at all, your VHAs now
get involved in clinical research:

e Informing members, conducting, funding, over-
seeing research, recruiting participants?

e What kinds of research? (clinical trials, epide-
miological, satisfaction...?)

e Thinking about all of the things that you now do
related to clinical research, what makes it hard to
have a more effective role?

e What helps make it happen?

e What MIGHT help? Which component(s) of the
CRE would do that? What contributions might
VHASs themselves make?

e Are there any other ways in which you think your
VHAS could and should be involved in the CRE?
What is the IDEAL role that you might have?

e What, if anything, keeps your VHA from doing
some of the things you might want to do about
clinical research?

Specific Roles, Practices, Barriers,
Enablers, Needs/Wants (20 minutes)
e Now let’s look at some of these in more depth, start-
ing with information:
e What information do you provide members?
(specific information about available research,
results, just a link, ...?) Why that?
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e How do you get the information? (PROBE: spe-
cific sources, channels, ...)

*  How do you get the information to members?
(PROBE: materials, messages, and channels)

e How, if it all, do you reach non-members? Mi-
norities?

e How well do your members understand clinical
research? (What do they need to know? What’s
missing?)

e What additional information would help? (on re-
sults, on how to find trials, on how to volunteer,
...) What specific tools would you need to pro-
vide that information?

Recruitment of participants

e Why do you do/not do it? (PROBE: perceived
need for members and VHA, barriers)

e How? (PROBE: materials, messages, and chan-
nels)

e What barriers to recruitment do you encounter?
(PROBE: internal, external)

e What helps you overcome these barriers? What
specific tools might help even more?

Planning the Next Three Groups (10 minutes)
e As you know, we will be conducting three focus
groups with non-CEOs to understand more about the
detailed processes that they do or might implement
about clinical research. We need your help in plan-

ning these.

e What kinds of positions or roles in VHAs are
most likely to have this kind of information?
(PROBE: patient education, call center, national
programs, ...)

e How can we best divide the various groups so
that they can discuss these topics most comfort-
ably with one another? (PROBE: volume of gross
revenue, relative proportion of minorities who
have the disease, role-specific divisions
[which?], ...?)

Check Observers for Questions While Participants
Consider:
e Of all the things we’ve considered [REVIEW LIST],
which factor makes it hardest for you and which fac-
tor makes it easiest?

Wrap-up (5 minutes)

e Anything else we should know about ways to im-

prove the CRE for VHAs and ways that VHAs can
improve the CRE?

THANK PARTICIPANTS
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APPENDIX D: SUMMARY OF VOLUNTARY HEALTH
AGENCY WEBSITES SURVEY

Overview of VHAS included:
e 49 Voluntary Health Agencies, all members of the
National Health Council.
*  Research, advocacy and education were the common
goals.
e 51 percent (25) are membership organizations.

Scope of Activities to Support research

o 88 percent (43) fund research.

e 82 percent (40) fund clinical research.

e 76 percent (37) fund other types of research.

» 8 percent (4) conduct clinical research.

e Many also indicated that part of their role was to ad-
vocate for additional funding, matching funds or
bridge grants from government or other organizations
(biotechnology and pharmaceutical companies).

Types of Research Funding

e 82 percent (40) fund grants (seed grants, matching
grants, large grants).

e 49 percent (24) fund fellowships (in addition to fel-
lowship funding there were career development pro-
grams, scholarships for different disciplines, investi-
gator awards).

e 26 percent (13) have professional medical/scientific
advisory or peer review committees.

e 25 percent (12) fund a patient data registry (some are
fully funded by the VHA, some are in cooperation
with other organizations, some are part of a research
study and therefore there may be registries that
exist that where not identified as part of this survey).

e 12 percent (6) support institutional research or con-
sortiums.

Clinical Trials

e 09 percent (34) provide links to clinical trials or trial
database.

e 49 percent (24) list on website specific clinical trials
with recruitment information.

e Most sites offer a disclaimer to information posted
and encourage discussion with individual practitio-
ner or trial site.

e Many VHAs have educational information about
clinical trials: what they are, types, what they should
know before they choose to participate, informed
consent, cost, and ability to withdraw.
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Education

92 percent (45) communicate with members and/or
interested people who have requested information via
newsletters, magazines or updates (e-mail and hard
copy). Some organizations have separate periodicals
for professionals. Some publications were listed as
appropriate for both public and professional.

69 percent (34) have professional conferences (some
are research symposiums, some educational).

67 percent (33) have conference for public regarding
current findings.

Education was generally listed as a goal or part of the
mission statement with a dedicated budget. Some of
the education activities are through the local chap-
ters. The public education campaigns included help
lines (86 percent), fundraisers, booths at health fairs,
educational programs, resource centers, printed and
web information. Many also used the print media to
educate the public. A few of the larger, well estab-
lished VHAS also had PSAs for radio and TV (occa-
sionally with celebrity endorsement).

59 percent (29) VHAs have local chapters or affili-
ates where public education offered to communities
or regions. It was not always clear if or how much
financial support the local affiliates received from
the national organization.

QOutreach to Minorities

Not always apparent on the national VHA website.
63 percent (31) had Spanish language information or
links. Many offered links to other foreign language
information.

Review of several local chapters or affiliates indicated
that cultural diversity and minority outreach was often
addressed through the local chapter and was specific
to their communities. (However, many local affiliates
do not have websites and it is difficult to determine the
extent of their outreach to minorities.)
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TABLE D.1
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Website Survey of Selected Voluntary Health Agencies

Kinds of clinical

Recruitment info

Voluntary Health Research funded Do they fund Do they fund Do they conduct research on specific clinical
Agency $$ clinical research? non-clinical? research? activities? trials?
TOTAL (49) 88% (43) 82% (40) 76% (37) 8% (4) Grants 82% (40) 49% (24)
Fellowship 49%
(24)
Pt. Registry 25%
12)
Alpha-1 $1.8 M Y2000 Yes (also have Yes Yes (At University — -Registry + online Yes
Foundation * > $7 M since 1995  consumer of FL Gainesville)  consent
(genetic disease- participation in -Tissue +
Antitrypsin clinical trial DNA bank
deficiency is a lack design) -Grants
of blood proteins -Medical +
that protect tissue scientific advisory
in lungs from committee
being destroyed by -Clinical resource
enzymes released centers
by own white -Fellowships
blood cells) -Alpha —1 Research
Network
-Conferences
Alzheimer’s $19.3 M Y2000 Yes Yes No Grants Yes
Association * >$100 M since Conferences
1980
American $106,412 Y2000 No Yes No Most research is No
Autoimmune disease-specific
Related Diseases and not done
Association through AARDA
American Cancer $119.4 M Y2000 Yes Yes Yes (Ca prevention ~ Grants,Fellowships, Yes (for Ca
Society * $2.3 billion since studies) Professorship, prevention studies)
1946 Masters and
Doctoral programs
for SWs, RNs
American Diabetes  $31.6 M Y2000 Yes Yes No Grants, Physician- No
Association * >$175 M since scientist training,
1940 Medical
scholarships,
Conferences
American $175 M since 1985  Yes Yes Unclear—think not  Grants, Peer Yes
Foundation for Review, Scientific
AIDS Research Advisory,
Fellowships
American Heart $133.6 M Y2000 Yes Yes No Grants Pre No
Association > $1.9 B since and Postdoctoral
1949 Fellowships,
Physician-Scientist
Fellowship
Research Review
Program
American Kidney $96,825 Y2000 Unknown Unknown No Clinical Scientist No

Fund *

Fellowship
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Links to open

E-mail/listserv

clinical trial Clinical research Clinical research How do they do Membership newsletter/maga- Effort to reach
recruitment? info for public? results for pros? public education? organization? zine? minorities
69% (34) 88% (43) 65% (32) Local chapter 51% (25) 92% (45) Spanish language
59% info 63% (31)
Help line 86 %
Yes Yes Yes. Medical/ Regional No Yes Foreign language
research extranet, education days info links
Conferences
Yes Yes Yes Local chapters, No Yes Race specific
media studies, Foreign
language info
Yes Yes Yes Disease-specific No Yes Gender specific
organizations, studies
Media, Celebrity
spokes-person
Yes Yes Yes Local chapters No Yes Race specific
studies, Foreign
language info
Yes Yes Yes Local chapters Membership for Yes Community based
public and pros diversity programs
Church, Tribes
Yes Yes Yes Unknown No Yes Race and gender
specific info on
web
Yes Yes Yes Local chapters, For Professionals Yes Spanish info avail
Media, PSAs on website
No No No -can subscribe Health fairs, No (membership No (Baxter does) Materials in

to a clinical
strategies
newsletter

brochures, help
line, financial
\assist

in Discount
Pharmacy
program)

Spanish. AA
outreach,
Screening
program

continued
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TABLE D.1

Continued
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Voluntary Health
Agency

Research funded

$$

Do they fund
clinical research?

Do they fund
non-clinical ?

Do they conduct
research

Kinds of clinical
research
activities?

Recruitment info
on specific clinical
trials?

American Liver
Foundation
(website under
construction)

American Lung
Association

American Tinnitus
Association

Amyotrophic
Lateral Sclerosis
Association *

Arthritis
Foundation

Asthma & Allergy
Foundation of
America *

Cancer Research
Foundation of
America

CHADD
(Children + Adults
w/ Attention-
Deficit/
Hyperactivity
Disorder)

Christopher
Reeve

Paralysis
Foundation
(formerly APA)

Crohn’s & Colitis
Foundation of
America

$4.6 M since 1980

Yes. Details not on
website

$1.3 M since 1980

New grants for
Y2001 $1M,
plus ongoing
grants w/ orig.
commitment of
$6.7M

$30 M Y2000

Approx.
$20,000/yr (details
not on website)

>$50 M since 1985

Unknown

$5 M Y2000

($2.5 M in grants)
since 1982 $22 M

$5.4 M Y2001

Yes

Yes

Yes

Yes

Yes

Yes

Unknown
“Promotes”
“supports”

Yes

No

No

No

No

No

No (they do lab
research)

Liver Scholar,

Pre + Post doctoral
Fellowships
Grants, Donor
program

Grants,
Fellowships,
Investigator awards

Data registry,
Grants

Database (registry),
Grants

Fellowship,
Physician-Scientist
Development
Dissertation awards,
Investigator awards,
Grants

Seed Grants
($20,000 ea.),
Scholarships,
Trending + data
application

w/ EPA

Grants
(540,000 ea),
Fellowships

Conferences,
Clearing house for
research info,
Research awards

Grants, Consortium
labs + Advisory
panel, National
survey

DNA and Cell
Line Bank, Prof.
Research
Workshops and
Conferences,
Grants

Yes

No
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Links to open

E-mail/listserv

clinical trial Clinical research Clinical research How do they do Membership newsletter/maga- Effort to reach

recruitment? info for public? results for pros? public education? organization? zine? minorities

Yes Yes Yes Celebrity PSAs, No Yes Spanish language

Local chapters info, Hispanic,
AA and gender
specific info.

No Yes Yes Local chapters, Yes Yes Multicultural +
Spanish language
info

No Yes Yes Local chapters Yes Yes Unknown

Yes Yes Yes Local chapters, Yes “Member” of Yes Multicultural info

Public awareness database and through local
campaign chapters

No Yes No Local chapters, Yes Yes Ethnicity trials

Fund raisers, PSAs
No Yes No Coolio talks to Yes Yes Spanish language
teens, Local info
chapters, health
fairs, community
forums
Yes Yes No Ed materials No No Spanish language
Prevention info
Yes Yes Yes Local chapters, Yes Yes Spanish language
Media, Experts on info
chat calls
Yes Yes Yes Celebrity PSAs + No Yes Gender specific
Media research, work w/
Amer. w/ Disabili-
ties
Yes Yes Yes Local Chapters Yes Yes Links to foreign

Celebrity speakers
bureau

language sites

continued



70

TABLE D.1

Continued

ENGAGING THE PUBLIC IN THE CLINICAL RESEARCH ENTERPRISE

Voluntary Health
Agency

Research funded

$$

Do they fund
clinical research?

Do they fund
non-clinical?

Do they conduct
research

Kinds of clinical
research
activities?

Recruitment info
on specific clinical
trials?

Easter Seals
(People w/
disabilities)

Epilepsy
Foundation *

The Foundation
Fighting
Blindness *

Glaucoma
Research
Foundation

Huntington’s
Disease Society of
America

Kidney Cancer
Association *

The LAM
Foundation
(Lymphangioleio-
myomatosis-
muscle cell that
invades lung tissue,
including the
airways, + blood +
lymph vessels
causing obstruction)

The Leukemia and
Lymphoma
Society *

The National
Pemphigus
Foundation

£
(rare autoimmune
blistering disorders
of the skin
multi-lingual links

No

Yes. Details not on
website Since 1968

$12 M Y2000
$150 M since 1971

$8 M over last
Syrs

Last 3 yrs $3.3 M
since 1967

Yes. Details not on
website

$2.2 M Y2000
$5.7 M since 1995

$32 M Y2000
> $200M since
1949

Yes. Details not on
website

No

Yes

Yes

Yes

Yes

Yes

Yes

Yes

No

Unknown

No

No

No

No

Unknown

None (Advocacy +
direct rehab
services)

Grants,
Fellowships,
Conferences,
Professional
Advisory Board

Registry, Coop w/
Research Centers,
Career
development,
Grants

Grants, Scientific
Advisory
Committee, Eye
Donor Network

Grants,
Fellowships,
Coalition for Cure
(alliance of 17 labs)

Grants, Clinical
Conferences

National registry,
Patient Directory,
Patient protocols,
Grants

129 Fellows

153 Special fellows

88 Scholars,
Grants,
Institutional
program support

Medical Advisory
Board,
Conferences,
Grants

No

Yes

Yes
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Links to open

E-mail/listserv

clinical trial Clinical research Clinical research How do they do Membership newsletter/maga- Effort to reach
recruitment? info for public? results for pros? public education? organization? zine? minorities
No No No Easter Seals sales, Only as a donor No ADA
media
Yes Yes Yes “E-communities,” No Yes Gender specific
Teen awareness studies, some
campaign Spanish
Yes Yes Yes Media, Brochures/ No Yes Unknown
info in retina +
vitreous physicians
Yes Yes Yes Unknown No Yes Spanish language
info
Yes Yes Yes Media No Yes Links to Spanish
info
Yes No (links to info) No (links to info) Publications Yes Yes Unknown
Fundraising Mail
campaign
Yes Yes Yes Unknown No Yes Unknown
Yes Yes Yes Media No Yes Info in 4 language
Yes Yes Yes Unknown No Yes Spanish language+

multilingual links

continued
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TABLE D.1 Continued
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Kinds of clinical

Recruitment info

Voluntary Health Research funded Do they fund Do they fund Do they conduct research on specific clinical
Agency $$ clinical research? non-clinical? research? activities? trials?
Lupus Foundation Yes. Details not on  Yes Yes No Fellowships, No
of America * website Grants, Liaison
council of
researchers
March of Dimes $44.2 M 1999 Yes Yes No Grants No
Birth
Defects
Foundation *
Myasthenia Gravis ~ Yes. Details noton  Yes Yes Yes Conferences, No
Foundation * website Scientific and RN
Advisory Boards,
Fellowships,
Patient registry,
PhD scientist, Med
student, + RN
research support,
Grants
Myositis No No No No Patient registry, No
Association of Patient survey
America (muscle
diseases involving
the inflammation
and degeneration
of skeletal muscle
tissues)
National Alopecia $200,000 Y2000 Yes Yes No Grants, Yes
Areata Foundation Conferences
National Down Yes. Details not on ~ Yes Yes No Post doctoral Yes
Syndrome website fellowships,
Society * Symposiums,
Scholar awards,
Grants
National $1.3 M Y2000 Yes Yes No Career devel. No
info
Hemophilia Since 1948 Awards,
Foundation Fellowships,
Medical and
Scientific Advisory
board, Lab Grants
National Mental No No No No Not listed No
Health
Association *
National Multiple > $25 M Y2000 Yes Yes No NARCOMS Yes

Sclerosis Society *

Since 1946 $320 M

registry, Pre and
post doctoral
fellowships,
Faculty awards,
MS gene + tissue
banks,

Grants
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Links to open

E-mail/listserv

clinical trial Clinical research Clinical research How do they do Membership newsletter/maga- Effort to reach
recruitment? info for public? results for pros? public education? organization? zine? minorities
Yes Yes No Health fairs Yes Yes Info in Spanish,
Black RN Assoc.
Hispanic Med
Assoc.
No Yes Yes Media No Yes Info in Spanish
Yes Yes Yes Local Chapters No Yes Unknown
Celebrity spokes-
person(s)
No No No Unknown Yes Yes Unknown
Yes Yes National No Yes Info in 5 language
campaign,
Celebrity PSAs
Yes Yes No Help line Yes Yes Info in Spanish
No Yes Yes Help line, No Yes Spanish language
Publications
No No No Local chapters Yes Yes Latino stories,
info in Spanish
Yes Yes Yes Media Yes Yes Info in multiple

language, Gender
specific info

continued
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TABLE D.1 Continued
Kinds of clinical Recruitment info
Voluntary Health Research funded Do they fund Do they fund Do they conduct research on specific clinical
Agency $$ clinical research? non-clinical? research? activities? trials?
National Details not on Yes Yes No Grants, Conference, No
Osteoporosis website Fellowships,
Foundation Approx. $285,000 Professional
Y2001 Partner network
National Psoriasis $200,000 Y2001 Yes Yes No Grants Fellowships, Yes
Foundation Tissue registry
National Sleep Yes, through Unknown Unknown No National No
Foundation * Pickwick Club. Narcolepsy
Details not on Registry,
website Fellowships,
Osteogenesis Yes, since 1970 Yes Yes No Medical Advisory Yes
Imperfecta >$1 M conferences,
Foundation, Inc. Grants
The Paget Founda-  Yes. Detailsnoton  Yes Unknown No Patient registry, Yes
tion (Chronic website Grants, Conference
skeletal disorder
may result in
enlarged or
deformed bones in
one or more
regions of the
skeleton. Bone is
dense but fragile.
Pain is the most
common symptom.)
Prevent Blindness 1997 $500,000 Yes Yes No Grants, No
America Fellowships,
Detection
RESOLVE No No No No None Yes
(National
Infertility Assoc.)
Sjogren’s Yes, detailsnoton ~ Yes Yes Yes Grants, Yes
Syndrome website Fellowships,
Foundation Medical +
(Autoimmune scientific advisory
disorder of mois- board
ture producing
glands)
Spina Bifida Yes, details not on Yes Unknown No Professional No
Association of website advisory council,
America Conferences,
Grants
Sturge-Weber Yes. Details noton  Yes Yes No Registry, Medical No

Foundation *
(capillary vascular
malformations)

website

Advisors, Grants
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Links to open

E-mail/istserv

clinical trial Clinical research Clinical research How do they do Membership newsletter/maga- Effort to reach
recruitment? info for public? results for pros? public education? organization? zine? minorities
No Yes Yes TV program on Yes Yes Spanish language
PAX TV and info
ongoing web cast
Yes Yes Yes PSAs Yes Yes Unknown
No No — public No Local chapters No Yes Links to foreign
survey info language web-
sites, gender-
specific studies
Yes Yes Yes Unknown Yes Yes Links to foreign
language websites
Yes Yes Yes Unknown Yes Yes Unknown
No No No School + No Yes Media
community
screenings
Yes Yes No Local Chapters Yes Yes Unknown
Yes Yes No Unknown Yes Approx. 7,500  Yes Foreign language
members links
No Yes No Local chapters, Yes Yes Foreign language
public awareness links
campaign
Yes Yes Yes Day of Awareness  Yes Yes Unknown

continued
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TABLE D.1 Continued
Kinds of clinical Recruitment info
Voluntary Health Research funded Do they fund Do they fund Do they conduct research on specific clinical
Agency $$ clinical research? non-clinical? research? activities? trials?
Tourette Syndrome ~ $370,169 Y2001 Yes Yes No Grants, Scientific Yes
Association since 1984 > $5 M Advisory Board
Tuberous Sclerosis ~ $1M Y2000 Yes Yes Yes Professional Yes
Alliance (a genetic Advisory Board,
disorder that Tissue donations,
causes benign Grants,
tumors to form in Fellowships,
many different Investigator
organs) awards
United Ostomy No No No No None No
Association
TOTAL (49) 88% (43) 82% (40) 76% (37) 8% (4) Grants 82% (40) 49% (24)

Fellowship 49%
(24)

Pt. Registry 25%
(12)
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Links to open

E-mail/listserv

clinical trial Clinical research Clinical research How do they do Membership newsletter/maga- Effort to reach
recruitment? info for public? results for pros? public education? organization? zine? minorities
No Yes Yes Local chapters, Yes Yes Spanish
PSAs — TV + print language info
Yes Yes No Unknown Yes Yes French language
info link
Yes No No Publicity efforts Yes Yes Spanish
language info
69% (34) 88% (43) 65% (32) Local chapter 59% 51% (25) 92% (45) Spanish

Help line 86 %

language info
63% (31)
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Registered Workshop Participants

Jane Adams
Medtronic, Inc.

Bethanie Adels
Christopher Reeve Paralysis Foundation

Anna Alt-White
Mid-Atlantic Regional ORCA (Office of Research
Compliance & Assurance)

Christine Amorosi
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National Institute of Mental Health

Debra Aronson
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Marie Bass
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NIH
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Salisbury University
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Scott Campbell
American Diabetes Association

Shannon Campbell
University of Kansas
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FDA
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Dept. of Veterans Affairs
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Nat’l Inst. on Drug Abuse, NIH

Ellen Gadbois

U.S. Department of Health and Human Services
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Dana Foundation
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DHHS, Office on Women’s Health

Stephen Groft
Office of Rare Diseases, NIH

Jessie Gruman
Center for the Advancement of Health

Katherine Hammitt
Sjogren’s Syndrome Foundation
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National Cancer Institute

Maureen Hannley
American Academy of Otolaryngology
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NIH, NCRR
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America Heart Association
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Duke Clinical Research Institute
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National Institute of Mental Health
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Jerry Johnson
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Lorraine Jordan
AANA

Lisa Kaeser
National Insititute of Child Health and Human
Development

Andrea Kalfoglou
Genetics and Public Policy Center

Kelly Green Kahn
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Medical College of Wisconsin; NIH
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Brody School of Medicine
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Duke Clinical Research Institute

Steven Krosnick, M.D.
National Cancer Institute
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NIH, National Center for Research Resources
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American Lung Association
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Vanderbilt Medical Center
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University of Kansas

David LePay
FDA
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American Urological Association
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National Cancer Institute
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Pamela Mitchell
University of Washington School of Nursing
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