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Clinical trials are a critical resource for the discovery of new, life-saving drugs and for
developing better prevention and diagnostic screening methods. Today’s most effective
prevention and treatment modalities are based on previous clinical trial results.

But while the need for clinical research is undisputed, how clinical trials are now conducted
remains problematic. Increasing research finds major deficiencies in the way clinical trials are
designed, carried out and funded in the U.S. with serious implications for the outcomes of
medical research studies.

Of key significance for the future of scientific innovation is the exclusion or under-representation
of women, older people, minorities, disabled persons, and rural populations in the vast majority
of the research studies conducted in the U.S. Without adequate representation of all patient
populations, researchers cannot learn about potential differences among groups and cannot
ensure the generalization of results.

Contributing to the deficiencies in the design of clinical trials are numerous behavioral, social,
economic, medical, and policy-related factors that must be addressed if the biomedical research
community -- government researchers, academic centers and other non-profit sponsors, and
industry scientists -- is to meet the complex healthcare needs of an ever more diverse U.S.
population. This includes mistrust among many patients that they will receive the best treatment,
the lack of awareness among clinicians about available clinical trials, lack of physician referral,
and the strict inclusion and exclusion eligibility criteria that are commonly reported barriers to
clinical trial participation. Moreover, how clinical trials are conducted in the U.S. is affected by
federal policies and research protocols that perpetuate disparities by not requiring inclusion of all
affected patient populations from the beginning.

Addressing the deficiencies in clinical research is more than an issue of fairness. These issues
affect the very promise of clinical research: that when studies find a therapy or medical device
works as intended in trial subjects, that result can be applied to the larger patient population. That
is why addressing this persistent and pervasive problem cannot wait.

Today, extensive research data exist that point to actions that can be taken now to improve the
clinical trials process. Accordingly, the Chronic Disease Prevention and Control Research Center
(CDPCRC) at Baylor College of Medicine in Houston and the Intercultural Cancer Council
(ICC) initiated the EDICT (Eliminating Disparities in Clinical Trials) Initiative, a multi-year
process funded by Genentech, Inc. to review relevant policies of public, private and non-profit
sponsors of clinical trials to identify problems and prescribe solutions.




Involving more than 300 public health officials, medical researchers, and patient advocates who
worked in teams over several years, EDICT assessed the extent of disparities in clinical trials, the
resulting health and economic costs, and the underlying factors. These EDICT teams also
focused on two areas of chronic disease — cancer and asthma — to generate non-disease specific
policy recommendations that can plausibly be applied to other disease profiles.

What follows is the result of this review, which focuses specifically on identifying those action
steps that can positively impact the three R’s of clinical trial participation: 1) recruitment, 2)
retention, and 3) return (post-trial benefit) for underserved patients.

As such, this report serves as a blueprint for action by all stakeholders. To reduce the barriers to
clinical trial participation requires an ongoing partnership through which policymakers,
regulators, the public health community, clinicians, the pharmaceutical industry, and patient
advocates can share resources and good ideas, while working toward a common goal. It is
intended that this report will be a catalyst for this necessary and important collaborative effort.
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EXECUTIVE SUMMARY

At the same time that medical science has made possible new therapies for treating AIDS,
cancer, and other once fatal diseases, there are major deficiencies in the way clinical trials are
designed, carried out and funded in the U.S. with serious implications for the public health
community.

Of critical concern is the fact that despite numerous years of discussion and the implementation
of new federal and state policies, very few Americans actually take part in clinical trials,
especially those at greatest risk for disease. Of the estimated 80,000 clinical trials that are
conducted every year in the U.S., only 2.3 million Americans take part in these research studies —
or less than one percent of the entire U.S. population.

Looking specifically at cancer clinical trials (where much has been published about the
composition of clinical trials), only about 3 to 5 percent of the 10.1 million adults with cancer in
the U.S. participate in cancer clinical trials. And the composition of these trials does not mirror
those in the population with the highest rates of cancer. Although more than 60 percent of all
cancers occur in older Americans, only 25 percent of those taking part in cancer studies in 2003
were over 65 years of age.' Older Americans are also routinely left out of clinical trials studying
diseases associated with aging, such as Alzheimer’s disease, arthritis, and incontinence.>

Compounding the problem, the vast majority of eligible adults -- women, racial and ethnic
minorities, and those living in rural areas -- are also significantly under-represented in the make
up of clinical trials. Among those who participated in clinical trials to test new cancer drugs
between 1995-1999, less than 10 percent collectively represented African Americans,
Asian/Pacific Islanders, Hispanics and Native Americans, according to an FDA review.’
Further, a study published in Cancer Causes and Control found that as of 2006, no studies
exami4ned the impact of sexual orientation on recruitment of women to breast cancer clinical
trials.

Far more than just a fairness issue, the under-representation of specific populations in clinical
trials is at direct odds with the current state of medical science and drug discovery. With the
successful sequencing of the human genome, scientists are faced with the new challenge of
documenting, describing and understanding the non-random pattern of human genetic variation
and its link to disease risk in different patient groups. Findings from the large amount of genetic
data generated to date show that more than 90 percent of the observed genetic variations occur
within rather than between groups.” This underscores the fact the ethnicity -- which incorporates
multiple variables including genetics, economic, social, dietary, religious, and linguistic
background -- has real meaning and biomedical consequences when studying health outcomes.
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But despite the need to design research studies that allow scientists to catalog and understand the
influence of genetic and non-genetic factors on individual and group responses to treatments, the
biomedical research community has been unsuccessful in resolving the under-inclusion of
women, older adults, and racial and ethnic minorities into clinical research studies, despite many
efforts to improve the performance in this area. Among the contributing factors are:
e Mistrust of medical research -- Half of those taking part in a 2005 Harris Interactive
survey agreed that participants in clinical studies are taking a gamble with their health (49
percent) or are treated like guinea pigs (46 percent);®

e Lengthy and complex consent forms and other clinical trials materials that are difficult to
read and are printed only in English;’

e Patients not getting referred to available clinical trials because treating physicians are
unaware of the studies, fear additional recordkeeping or losing control of the patient’s

8
care;

e Vague information about how Medicare, Medicaid and private health insurers reimburse
for the routine costs associated with being in a clinical trial;’

e Strict inclusion or exclusion eligibility criteria that excludes patients who have
co-morbidities, those who speak languages other than English, and subjects over a certain
age; "

e Insufficient training for institutional review boards (IRBs), which result in the systematic
approval of research protocols that do not provide for inclusion of underrepresented

populations;

Divergent federal policies about the level of participation of racial and ethnic groups in
government-sponsored clinical trials; and

e A significant duplication of effort in the diseases studied by government and private
industry sponsors, resulting in insufficient attention and resources for diseases, such as
liver and kidney cancers, where there are significant disparities in outcomes and high-
case fatality rates.

Because the stakes are so high, the Chronic Disease Prevention and Control Research Center
(CDPCRC) at Baylor College of Medicine in Houston and the Intercultural Cancer Council
(ICC) initiated the EDICT (Eliminating Disparities in Clinical Trials) Initiative, a multi-year
process funded by Genentech, Inc. to review relevant policies of public, private and non-profit
sponsors of clinical trials to identify problems and prescribe solutions.
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Involving more than 300 public health officials, medical researchers, and patient advocates who
worked in teams over several years, the EDICT review led to the recognition that a coordinated
approach is needed to design and fund clinical trials. This will entail implementing a series of
practical and realizable policy solutions to clinical trials disparities at the federal, state and
institutional levels in the public, private and non-profit sectors as follows:

1. Implement regulatory changes to improve the way research trials are designed and
conducted  Although federally-sponsored clinical trials are covered by the NIH
Revitalization Act of 1993, which mandates the inclusion of women and minorities as
subjects of federally-funded clinical research, government guidelines has not translated into
measurable improvements. According to numerous studies and reports, clinical trials are still
falling short of appropriate inclusion percentages.'' Further complicating the problem, the
policies of the Food and Drug Administration -- which oversees the research conducted to
bring new drugs and devices to the marker -- are not aligned with the NIH. Addressing these
discrepancies and expanding the application of the federal government’s CLAS (Culturally
and Linguistically Appropriate Services) standards in clinical trials are necessary steps to
improve the way government-sponsored research is designed and conducted.

2. Increase the collaboration between government and industry in the design and
implementation of clinical research. Because nearly 75 percent of the funding for clinical
trials comes from corporate sponsors,'> new initiatives that attract more women, older
people, minorities, and rural populations into research studies are needed to ensure the
generalization of results. This will entail creating new regulatory incentives for
pharmaceutical industry trials to include underrepresented populations, as well as imposing
penalties for non-compliance with federal policy on appropriate inclusion.

3. Foster community involvement in clinical trials. Today, community organizations are
usually left out of the clinical trials process, resulting in increased costs and additional
resources for investigators to conduct population-relevant clinical trials and secure
enrollment into these trials. Towards this end, the EDICT team recommends that
investigators build a detailed plan for community engagement into the research protocol that
includes demonstrated methods and measures for working with community organizations and
institutions.
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4.

Implement new policies so that peer-reviewed medical/science journals address the
issue of the representation of trial subjects in clinical research studies. Although peer-
reviewed medical/science journals have addressed significant issues where increased
attention by the scientific community is warranted, the discussion of diversity, inclusion and
representation in clinical trials has been missing from published studies.'” To change this
situation, the EDICT team is calling on two chief editorial organizations for biomedical
publications -- the International Committee of Medical Journal Editors (ICJME) and the
World Association of Medical Editors (WAME) -- to adopt standards that require
investigators to include in their manuscripts an analysis of how the subject population’s
demographics correspond to those of the population that bears the greatest disease burden.

Invest in specialized training for Institutional Review Boards. Although the mission of
institutional review boards (IRBs) is to safeguard the rights, safety, and well being of all trial
subjects, IRB members often lack the training needed to recognize how disparities manifest
themselves in research protocols. Thus, IRBs regularly approve research protocols that do not
provide for inclusion of under-represented populations. Accordingly, an important priority is
to work through the HHS Office of Human Research Protections (OHRP), which oversees
the regulation of IRBs, and the Association for the Accreditation of Human Protections
Programs (AAHRPP) to add specific requirements that IRBs receive training in healthcare
disparities.

Reallocate research funding to avoid duplication and address disparities. Because
government, non-profit and industry sponsors often conduct medical studies on the same
diseases,'* there is a duplication of research efforts in some disease categories and
insufficient attention and resources for diseases, such as liver and kidney cancers, where
there are significant disparities in outcomes and high case fatality rates.'” Addressing this
problem will require an honest broker to access areas of duplicative research, which is why
EDICT recommends that the Institute of Medicine conduct a new study that will recommend
strategies for eliminating duplication and promoting coordination. Based on this assessment,
Congress will be able to ensure that federal research funding complements private sector
funding and gives priority to diseases with the greatest disparities and the highest case
fatality rates.
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7. Enhance public education about clinical trials. Lack of awareness about clinical trials and
fear or mistrust of medical research remains pervasive obstacles to patient accrual.'®
Moreover, the complexity of consent forms and other clinical trials materials is often a
barrier for those patients with low health literacy'’ -- the inability of an individual to access,
understand and use health-related information and services to make appropriate health
decisions. Accordingly, advocates recommend widespread development and implementation
of culturally appropriate recruitment and retention plans with an additional focus on
community education provided in appropriate languages for non-English and limited-English
speaking populations.

8. Implement participant navigation as a critical element of the clinical trials process.
Modeled after the "navigator" program created at Harlem Hospital, patient navigation is a
new tool that helps patients keep their appointments and solves their non-medical problems.
Because of its potential to retain patients in medical research studies, an analogous process
termed “participant navigation” should become the accepted standard of practice for
institutions conducting clinical trials.

9. Assure insurance coverage of the costs associated with clinical trials. The costs
associated with participating in a clinical trial are a concern to all patients and have remained
a major barrier to patient accrual. While some private health insurance companies cover the
routine patient costs of participating in a research study, this policy is far from universal and
often is not made explicit. Further complicating the situation are existing Medicaid policies,
which while implemented by the states, do not have universal standards for covering clinical
trials participation and the confusion about Medicare procedures and standards for coverage.
Addressing these issues will entail actions by both policy makers and the business
community to identify and close any existing gaps and to produce and disseminate easy-to-
understand information about what the insurance program actually covers.

skoskoskokosk

Everyone in the health care system -- from patients and caregivers to treating physicians, payors,
research scientists, and policy makers -- has a significant role to play in increasing access to
quality health care. Thus, an agenda that removes the barriers to clinical trial participation and
advances education and information sharing is a critical step to improving the health status of all
Americans. Clearly, the time for action is now.

Introduction

Arguably, clinical trials were first introduced in The Canon of Medicine in 1020, when the
Muslim physician, scientitst and theologian Ibn Sina, whose Latinized name was Avicenna, laid
down rules for the experimental use and testing of drugs and wrote a precise guide for practical
experimentation in the process of discovering and proving the effectiveness of medical
therapies.'® Today, scientists use the same process to conduct thousands of clinical trials each
year at hospitals, universities, doctors' offices, and community clinics across the country.

Whether funded by government agencies, non-profit sponsors, or the pharmaceutical and
medical device industries, clinical trials fall into five different categories:19 1) treatment trials,

which test experimental treatments, new combinations of drugs, or new o .
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approaches to surgery or radiation therapy; 2) prevention trials that look for better ways to
prevent disease in people who have never had the disease or to prevent a disease from returning;
3) diagnostic trials, which are conducted to find better tests or procedures for diagnosing a
particular disease or condition; 4) screening trials to test the best way to detect certain diseases or
health conditions; and 5) quality of life or supportive trials, intended to identify ways to improve
the comfort and the quality of life for individuals with a chronic illness.

But while clinical trials are a critical resource for the discovery of new prevention, diagnostic
and treatment methods for disabling diseases, the sad fact is that very few Americans actually
take part in these research studies. According to the latest data available:

>

Although an estimated 80,000 clinical trials are conducted every year in the U.S., only
2.3 million Americans participate in these studies. This is less than one percent of the
entire U.S. population;’

Looking specifically at cancer clinical trials where a lot has been published about the
composition of clinical trials, only about 3 percent to 5 percent of the 10.1 million adults
with cancer in the U.S. participate in cancer clinical trials;*'

When it comes to the makeup of clinical trials, the National Institutes of Health requires
that women and members of minority groups be included in all NIH-supported
biomedical and behavioral research projects involving human subjects. Despite this
requirement, little measurable improvement has been made in increasing clinical trials
participation in such populations;

Of those participating in cancer clinical trials, under-representation among adults aged 65
and over is a major concern. Using 2003 data, researchers found that while 61 percent of
all cancer cases occur in older Americans, only 25 percent of the participants in national
clinical trials were over 65 years of age.22 Moreover, in Phase II and III clinical trials,
older Americans carried 60 percent of the disease burden but represented only 32 percent
of enrolled patients.

Moreover, the lack of participation of older adults in clinical trials extends to many
illnesses that are associated with aging, such as Alzheimer’s disease, 23 arthritis,24 and
incontinence.”

At the same time, adolescents are often under-represented in clinical trials. Again looking
at cancer clinical trials, only 10 percent of all 15-to-19 year old cancer patients are
entered into clinical trials compared to 60 percent of those under age 15;*°
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» The problem is equally acute among women, although differences in the sexes affect the
prevalence and severity of a broad range of diseases, including cancer. According to a
study published in Cancer Causes and Control, as of 2006, no studies examined the
impact of sexual orientation on recruitment of women to breast cancer clinical trials; *’

» Among those who participated in clinical trials to test new cancer drugs between 1995-
1999, less than 10 percent collectively represented African Americans, Asian/Pacific
Islanders, Hispanics and Native Americans, according to an FDA review;*

» American Indians and Alaska Natives who have less than a college degree are rarely
included in any type of cancer clinical trials.*

While disturbing, these statistics only begin to demonstrate the magnitude and scope of the
problem. According to one study published in 2003 by the Tufts Center for the Study for Drug
Development, the fully capitalized cost to develop a new drug averages $897 million.*’
However, if the studies testing these new agents don’t adequately represent the patient
population, unforeseen safety problems may become apparent after the drug is already marketed,
possibly resulting in increased morbidity and mortality for certain patients. This proved to be the
case at the end of the 1990’s, when eight in ten of the prescription drugs pulled from the U.S.
market were found to pose greater health risks for women than men.”'

Under-representation of specific populations in clinical trials is also at direct odds with the
current state of medical science and drug discovery. With the successful sequencing of the
human genome, scientists are faced with the new challenge of documenting, describing and
understanding the non-random pattern of human genetic variation and its link to disease risk in
different patient groups. Findings from the large amount of genetic data generated to date show
that more than 90 percent of the observed genetic variations occur within rather than between
groups.”? This underscores the fact the ethnicity -- which incorporates multiple variables
including genetics, economic, social, dietary, religious, and linguistic background -- has
biomedical consequences when studying health outcomes.

From the perspective of developing better and more targeted therapies, the future of medicine
will be based on research design strategies that allow scientists to catalog and understand the
influence of genetic and non-genetic factors on individual and group responses to treatments.

A Time for Action

Clearly, there is no dearth of concern about what has been highlighted for years as a singular,
serious problem: inadequate accrual of patients that are most representative of the diseases being
studied into clinical trials.
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For more than two decades, research on accrual deficiencies has continued with increasing
specification, looking to explain reasons for the absence of improvement despite many years of
calls for expanded participation. And the findings all point to the same conclusions: more clinical
trials and more involved physicians are needed; co-morbidities and other ineligibility
requirements that minimize generalization of results and that exclude older patients demand
reassessment; and more physicians need to be persuaded to present trial options for patients’
consideration.

But despite this general assessment, the deficiencies in the way clinical trials are designed,
carried out and funded in the U.S. have received little direct, systematic, or sustained
intervention. Compounding the situation, the limited collaboration between the federal
government and the pharmaceutical industry about research priorities has led to major gaps in
research priorities, especially for diseases, such as liver and kidney cancers, that feature high
disparities and high-case fatality rates. This fragmented approach to resource allocation leaves
many populations under-represented in clinical trials, especially those who bear a
disproportionate burden of disease.

At the same time, divergent federal policies about the level of participation of under-represented
groups in research studies has led to confusion among the scientific community with the result
that many women and other populations remain under-represented in government and industry
funded clinical trials. Addressing this problem will require a common vocabulary that is
generally accepted and can be widely adopted as well as additional oversight from the National
Institutes of Health to enforce existing federal laws covering NIH-funded clinical trials.

Because the consequences are so great, the EDICT team recognized the need for a coordinated
approach to designing and funding clinical trials built upon the essential tenants of the EDICT
credo:
e Everyone should have the opportunity and necessary support to participate voluntarily in
clinical trials for which they are eligible.
e Participants and researchers should understand the benefits of diversity in clinical trials.
e Results from clinical research should benefit the participants’ communities and society at
large.

Reinforcing these principles, the National Institutes of Health and a number of voluntary health
organizations focusing on the major chronic diseases have weighed in with policy statements
about the need to include both sexes and a diverse sampling of racial and ethnic groups in
clinical trials. The consensus of these groups is that reducing the barriers to clinical trial
participation by women, older Americans, and under-represented populations is essential to the
drug discovery process. As stated in the NIH Policy and Guidelines on The Inclusion of Women
and Minorities as Subjects in Clinical Research as amended in October, 2001:
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“Since a primary aim of research is to provide scientific evidence leading to a
change in health policy or standard of care, it is imperative to determine whether
the intervention or therapy being studied affects women or men or members of
minority groups and their subpopulations differently.”*

Further elevating the need for action are professional organizations, such as the Endocrine
Society, whose members are directly impacted by the direction and pace of the drug discovery
process. As summarized in an a white paper on increasing minority participation in clinical
research, the Endocrine Society stated that clinical trial data that is not based on studies with
appropriate representation cannot be presumed to be applicable to “all the key ethnic minorities
who suffer a higher burden of these diseases . . . .">* The position paper also makes clear,
“Scientifically, it makes no sense to develop new treatments among populations of patients who
are different from those who will be using them.”*”

Despite this recognition, however, the EDICT review concludes that extensive barriers to clinical
trial participation exist at every level, requiring immediate and longer-term policy change.
Towards this end, the EDICT team identified nine distinct areas of causality, viewing these root
causes as opportunities for policy change. These nine areas are:
1. Allocation of research dollars;
Insurance coverage for costs associated with clinical trials;
Professional education;
Public education;
Community participation;
Participant navigation;
Industry sponsorship;
Publications; and
Regulatory climate.

A S A

But because these barriers require major systems change, the EDICT team designated nine
“opportunity teams” to catalogue the most significant barriers to participation, examine current
policies related to clinical trials, and identify opportunities for policy change around each topic
area. This analysis was then honed down to six broad categories where stakeholders have direct
lines of influence and can make meaningful change:

1. Sponsors/Funders of Clinical Trials
Researchers — Clinical Trials Protocols or Design
Researchers — Professional Education and Publications
Community — Participation
Participants — Insurance
Participants — Support

AN

With these six categories as the basis, the EDICT team applied a rigorous process of discussion
groups, web-facilitated meetings and national conference calls to develop a series of practical
and realizable policy solutions to clinical trial disparities at the federal, state and institutional
levels in the public, private and non-profit sectors. Before issuing these recommendations, the
EDICT team went through successive waves of internal and targeted external review, and

initiated a formal public comment period, with survey software designed to ° .
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facilitate such comment. This feedback was incorporated into the final set of policy solutions
outlined in this report.

While no single strategy will guarantee adequate representation by all populations in prevention
and treatment trials, taking targeted and incremental steps will significantly reduce the disparities
that are keeping many Americans -- especially women, the elderly, racial/ethnic minorities, those
who are low income, and those living in rural areas -- from participating in these studies. This
report, therefore, is intended as a nationwide call to action. Everyone in the health care system
— from patients and caregivers to treating physicians, payors, research scientists, and policy
makers — has a significant role to play in increasing access to quality health care. Thus, an
agenda that removes the barriers to clinical trial participation and advances education and
information sharing is a critical step to improving the health status of all Americans. Clearly, the
time for action is now.
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What Is Behind Disparities in Clinical Trials:
Human Factors That Contribute to the Problem

Although the United States is becomes more diverse, the biomedical research community has
been unsuccessful in resolving the under inclusion of women, older adults, and racial and ethnic
minorities into clinical research studies, despite many efforts to improve the performance in this
area. Why? A number of inter-related human factors influence the attitudes and motivations of
the patients who are needed for clinical trials, the physicians that treat these individuals, and the
scientists who design and conduct the studies. The following describes these factors and the
challenges they represent.

Public Attitudes Towards Clinical Trials

The accrual of adequate numbers of people to participate in medical research studies is an
ongoing problem for biomedical researchers. Although the general public has come to expect and
demand that the biomedical community develop new, safe and effective approaches to the
prevention and treatment of diseases, research has shown that most Americans are unaware of
clinical trials as an option or are misinformed about the clinical trials process.®

According to Harris Interactive®, which has surveyed the general public about the importance of
clinical trials since 2001, most adults agree that people who participate in clinical research
studies are making a contribution to science (86 percent in 2005) and are part of an experiment to
test experimental medications/treatments not already available to the public (79 percent).

But Harris Interactive also finds the majority of Americans have doubts about the safety of
clinical trials. In the 2005 survey, half of respondents agreed that participants in clinical studies
are taking a gamble with their health (49 percent) or are treated like guinea pigs (46 percent).
When asked specifically about these risks, the public sees the greatest risk as experiencing
possible side effects (47 percent).

Reinforcing these findings is a smaller survey of people living in Southwestern Pennsylvania.
Published in 2000 in the Journal of Health & Social Policy’’, this telephone survey of 489 adults
measured the willingness of these individuals to take part in a medical research study and the
factors contributing to their decision, such as their health status, demographic characteristics,
attitudes and beliefs about participation, and their knowledge about the conduct of medical
research. Similar to the Harris Interactive findings, this survey found only half of those polled
(46 percent) said they would be willing to take part in a medical research study focusing on a
new treatment for a specific disease, whereas 25 percent stated that they would not be willing
and another 29 percent said they were undecided about participating.
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At the same time, the findings from an “awareness and willingness survey” of cancer patients
and their families living in Southern California finds a significant association between those who
are "knowledgeable" and their "willingness to participate" in a cancer clinical trial.*® However,
regardless of their degree of knowledge, racial and ethnic minorities and those aged 18-24 years
reported being more reluctant to participate.

Taken together, these opinion surveys document a major perception gap among the public about
the importance of participating in a clinical trial. Moreover, because nearly two in five (38
percent) adults say the media is their main source of information about clinical research,*® public
controversy over the potentially dangerous side effects of certain prescription drugs and, on a
larger scale, more coverage of clinical studies in general can negatively affect public perceptions.
Therefore, new education initiatives that promote public understanding about the importance and
benefits of clinical trials are essential to overcoming the public’s mistrust about participating in
medical research.

Patient-Related Factors

When it comes to clinical trials, a number of barriers keep many women, older patients, racial
and ethnic minorities and those living in rural areas from participating in health research. One of
the most obvious and yet challenging is patient awareness. According to a landmark survey of
6,000 cancer patients conducted in 2000, more than eight in ten respondents (85 percent) said
they didn’t consider being in a clinical trial because they were unaware that participation might
be an option.*” However, when learning about the possibility, most expressed interest in being in
the clinical trial because they would have more care and attention.

The same survey of cancer patients, however, uncovered some pervasive concerns about clinical
trials that keep patients from choosing to participate. When patients were asked what would keep
them from enrolling in a clinical study, the most common reason was the belief that the standard
treatment is better (37 percent), followed by fear of getting a placebo instead of actual treatment
(31 percent), and fear of being treated like a guinea pig (21 percent). The belief that insurance
will not cover treatment is another major concern cited by cancer patients (20 percent).*!

While these concerns are pervasive among patients, a recent report by the Agency for Healthcare
Research and Quality (AHRQ) -- Knowledge and Access to Information on Recruitment of
Underrepresented Populations to Cancer Clinical Trials -- finds mistrust of research and
research institutions among African Americans and other minority populations is a frequently
reported barrier to participating in clinical trials.** In fact, a random survey of 717 outpatients at
13 cardiology and general medicine clinics in Maryland conducted by researchers at Johns
Hopkins University and reported in early 2008 found only 27 percent of African Americans
would agree to enroll in a mock trial to test a new heart disease therapy compared with 39
percent of the white patients. Of those who declined, 72 percent of black patients said doctors
would use them guinea pigs without their consent, versus 49 percent of whites.

Fear and mistrust of medical research are also commonplace within the Latino/Hispanic
population, especially among those who are undocumented and may sense an anti-immigrant
sentiment and fear of deportation.” At the same time, people from different cultural
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backgrounds may have views that differ from Western medicine. As a result, some beliefs

regarding health and disease — including views regarding alternative medicine, the use of

traditional healers, religion and prayer — may make participation in clinical trials a less desirable
. 44

option.

While these barriers remain significant, public health officials are increasingly concerned about
those obstacles that prevent willing patients from participating in clinical trials. For example,
many U.S. clinical trials require English proficiency for potential participants, automatically
excluding those who have difficulty speaking and reading English.* According to the Robert
Wood Johnson Foundation, an estimated 20 million people in America --about one in every 15
people -- fall into this category,* including more than 8 million Latino immigrants with limited
English proficiency.*’

Even when English is not a problem, the complexity of consent forms and other clinical trials
materials may be a barrier for those patients with low health literacy -- the inability of an
individual to access, understand and use health-related information and services to make
appropriate health decisions. As a case in point, the initial consent form for the STAR trial, a
national breast cancer prevention trial, was over eight pages long and required a 10" grade
reading level.*®

Low health literacy is a special problem for many older adults who are often less likely to want
to participate in clinical trials because of the daunting consent process, and multiple forms that
need to be signed.*” Research reported in 2000 showed that older Americans suffer from worse
functional health literacy overall, even when factors such as visual acuity, chronic medical
conditions, and health status are taken into account.”® Further, a study reported in 1999 found
that 44 percent of adults aged 65 and older scored at the lowest reading level -- and that health
materials, such as consent forms and medical information brochures, are often written at levels
exceeding their reading skills.”’

Compounding these problems are concerns about the costs of participating in clinical trials and
practical issues, such as transportation to and from the trial site and being able to take time off
from work to manage family responsibilities.”> Even when participants have insurance, some
health maintenance organizations require co-payments when patients are enrolled in a clinical
trial.”> Among those without health insurance, a study of National Cancer Institute (NCI)-
sponsored cancer treatment trials found that uninsured patients represented only 5.4 percent of all
clinical trial participants.™
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Physician-Related Factors

For many patients, one of the biggest stumbling blocks to taking part in a medical research study
is the advice of their doctor. According to the 2005 survey conducted by Harris Interactive, more
than one-quarter (27 percent) of those who participated in a study said their physician was their
main influence in deciding to participate. Additionally, 79 percent of respondents who indicated
a willingness to participate in a clinical research study said they would be very or somewhat
likely to check with their regular physician first.

Added to this opinion research, AHRQ’s systematic review of the literature reveals a direct
correlation between provider attitudes and accrual to health research studies. Specifically, AHRQ
identified nine studies that demonstrate how provider attitudes and perceptions affected
enrollment in cancer clinical trials. Four studies found provider attitudes as a barrier to
enrollment’ while one study found provider attitudes to be a promoter of patient accrual.”

What AHRQ and other research bodies have also found is that many physicians are reluctant to
engage in referral.”” Why? According to AHRQ’s assessment, physician decisions are based on a
number of factors, including the patient’s age, co-morbidity issues, disease stage, mistrust of
researchers, and lack of physician awareness about available trials.® Adding to these concerns,
many physicians also fear losing control of the patient’s care or consider the introduction of
patient management protocols as a territorial restriction of their practice rights.” Further, some
physicians worry that referring patients to clinical trials will increase their paperwork and record
keeping, resulting in an excessive administrative or financial burden to their practice.®

Addressing these concerns first requires the recognition that the treating physician and other
healthcare professionals are an essential link between patients and the research community
conducting clinical research. Thus, community practitioners must be brought into the clinical
trials loop, so they will know what studies are taking place in their localities.

Engaging community-based health professionals in the clinical trials process also necessitates a
significant investment in professional education, starting in medical and nursing school.
Currently, little to no information about how clinical trials are conducted is incorporated into
continuing medical education programs (CME) offered to physicians. For example, neither the
Accrediting Council for Continuing Medical Education (ACCME), nor the American Academy
of Family Physicians (AAFP), which maintains a separate CME accreditation process for family
physicians, specifically address issues related to diversity or disparities in clinical trial
recruitment. However, nothing precludes raising these issues in appropriate CME contexts.

At the same time, formal research training -- especially clinical research training -- is scant in
medical education curricula, and medical schools’ curricula that address health care disparities
are frequently limited and offered as electives. It is not surprising then that when the
Accreditation Council for Graduate Medical Education (ACGME) endorsed general
competencies for residency training in 1999, the organization did not include specific
requirements for training in understanding and interpreting research.

To fill this troubling education gap will require developing a curriculum that will allow medical
students to understand the medical research process and the need to increase proportionate
representation in clinical trials. Curricula should be designed to produce graduates with sufficient
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knowledge and skills to provide patients with information and counseling about clinical trials.

Expanding the core competencies of clinicians also requires a significant investment in
expanding professional education. This can be provided through courses offered by recognized
medical sub-specialty and allied health organizations as well as incorporating materials into
existing ACGME tools that teach Core Competencies.

Investigator Barriers

Persuading physicians to broach the issue of clinical trials more often, as policy makers
recommend, would be greatly facilitated by resolving today’s physician concerns, including more
protocols with fewer eligibility restrictions to facilitate enrollment of additional, more
representative patients. However, these restrictions are commonplace. As a result, many racial
and ethnic minorities and older Americans are routinely disqualified from participating in
clinical trials when their participation would lead to information about the efficacy and safety of
new therapies for specific subpopulations.

One recent example is a study of African American cancer patients where only 8.3 percent were
eligible for clinical trial participation due to strict eligibility criteria. Nearly 20 percent were
excluded due to the presence of additional health problems.®'

According to the EDICT review, researchers themselves contribute to this problem both in how
they design the research protocols and how they recruit patients into clinical studies. Although
the sponsor of the study sets the eligibility criteria for clinical trials, many researchers are not
proactive in challenging boilerplate language that excludes patients with co-morbidities, those
who speak languages other than English, and subjects over a certain age.

Even more troubling is the very real problem of intentional exclusion of racial and ethnic
minorities from clinical trials. This was one of the findings of a major study analyzing the
enrollment decisions of over 70,000 individuals participating in 20 clinical trials studying both
new drug treatments and surgical options.

According to this study, there were substantial differences by race and ethnicity in the number of
individuals invited to participate. In particular, seven of the 17 clinical and surgical intervention
trials offered enrollment to relatively few individuals from minority groups, substantially fewer
than would be expected based on the percentage of the population composed of minority groups
and the incidence of the diseases being studied.
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For instance, the CASS study of surgery versus medical management for angina pectoris offered
enrollment to a total of 2,095 individuals, 2,065 of whom were non-Hispanic whites and only 30
of whom were from all minority groups combined. If the study actually reflected U.S.
demographics and the higher prevalence of angina pectoris in African Americans and Hispanics,
it should have offered enrollment to approximately 356 individuals from minority groups (17
percent of 2,095), more than ten times the 30 individuals from minority groups actually offered
enrollment. **

As with physician attitudes, the answer to these problems is a greater emphasis on clinical
research training programs, which are now mandated for all investigational teams conducting
human research trials with federal funding. But despite existing federal regulations, many
academic medical centers and research institutions have viewed these requirements as a ceiling
rather than a floor. Moreover, the EDICT review finds most supplemental training programs
offered to scientists do not address the current state of disparities in clinical trials.

With these discrepancies in mind, the EDICT team is calling for new measures that supplement
existing training programs with modules specifically designed to ameliorate disparities in clinical
trials. Because clinical research educational programs are so widespread, they represent
attractive sites for introducing educational requirements and learning objectives related to
disparities in clinical trials.

Another important strategy that will help researchers recruit more patients in medically
underserved communities is to bring more minority scientists into mainstream research.
Unfortunately, however, 2005 data show that minorities collectively represent less than 10
percent of the U.S. medical school faculty who have an M.D. or Ph.D.% Accordingly, more
resources are needed for programs that enhance the research capacity at minority colleges and
universities, such as the National Center for Research Resources’ (NCRR) Research Centers in
Minority Institutions (RCMI) program.
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What Is Behind Disparities in Clinical Trials:
The Institutional Barriers to Better Representation

Even as the biomedical research community focuses increased attention to addressing the
deficiencies in the design and funding of clinical research, the scope and multi-faceted nature of
the problem has significantly clouded the debate.

Besides a general lack of awareness among patients and physicians about the benefits of
participating in clinical trials, factors contributing to the problem include a duplication of effort
by government and industry research efforts, insufficient attention and resources for diseases,
such as liver and kidney cancers, confusing IRB requirements, and the inconsistent interpretation
of federal policies and other regulations. The following explains these institutional barriers and
how they combine to impede clinical research.

A Duplication of Effort

Although clinical research is essential for scientific discovery and improved therapies,
conducting large-scale, multi-center clinical trials requires significant resources. Thus, a critical
question asked by the EDICT team is how are the resources of the different research sponsors --
government, non-profit organizations and industry -- being applied? And more importantly, are
the funding decisions of these research sponsors leading to major gaps in research for specific
diseases where the burden of disease is especially high?

Looking at how medical research is financed in the U.S., previous reviews find that nearly 75
percent of the funding for clinical trials comes from corporate sponsors.** Clinical trials make up
the largest portion of the $266 million to $802 million it is estimated to cost pharmaceutical
companies to bring each new drug to market.”” In addition, scientists employed by
pharmaceutical companies play an important role in evaluating the efficacy, safety, and cost-
effectiveness of new drugs.

But since economic decisions dictate the funding decisions of the private sector, an important
question to ask is how is the other 25 percent of the research funding being allocated? Here, the
focus must be on the National Institutes of Health (NIH), which is the single largest sponsor of
federal research. Given that the mission of the NIH is “to uncover new knowledge that will lead
to better health for everyone," it should come as no surprise that there is intense interest in how
NIH sets its research priorities and allocates its sizable budget.
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Unfortunately, however, how NIH sets its research priorities is often influenced by political
pressure. This was documented in a 1998 study by an Institute of Medicine, Scientific
Opportunities and Public Needs: Improving Priority Setting and Public Input at NIH,®® which
found that NIH often spends more on diseases that claim fewer lives or cost the healthcare
system less in morbidity and mortality. A major reason is the political pressure from disease-
specific interest groups,”’ which have been successful in urging Congress to set aside specific
amounts by disease or to boost the funding for the Institute that supports most of the research on
their disease.

As a consequence, NIH often invests resources in the same diseases as industry and non-profit
research sponsors, with the result that there is a duplication of research effort in some disease
categories and insufficient attention and resources for diseases, such as liver and kidney cancers,
where there are significant disparities in outcomes and high case fatality rates.

To address these shortcomings, the 1998 IOM report advocated that NIH apply the following
criteria when determining research allocations:

e The number of people who have a particular disease;

e The number of deaths caused by a disease;

e The degree of disability produced by a disease;

[ ]

The degree to which a disease cuts short a normal, productive,
comfortable life;

The economic and social costs of a disease; and
e The need to act rapidly to control the spread of a disease.

However, now that federal funding for NIH-sponsored research is flat or actually decreasing,
another important criterion should be to reduce costly duplication of efforts so the federal
research dollars -- now estimated at $97 per person® -- are focused on low incidence/high-case
fatality/high disparity diseases where allocating public monies is essential to reduce major
disparities in care.

This will require an honest broker to access areas of duplicative research, which is why EDICT
recommends that the Institute of Medicine conduct a new study that will recommend strategies
for eliminating duplication and promoting coordination. In terms of the future of biomedical
research, this investment is well worth the cost.

Divergent Federal Policies

Improving the way in which clinical research is conducted is predicated on supportive
government policies. However, a number of federal policies may actually contribute to
deficiencies in the way research trials are designed and conducted.
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One glaring problem is the NIH Revitalization Act of 1993, which mandates the inclusion of
women and minorities as subjects of federally funded clinical research. But although NIH issued
this policy in 1994 and then amended its guidelines in 2001, the law has not translated into
measurable improvements. According to numerous studies and reports, clinical trials are still
falling short of their target inclusion percentages. For example, a review conducted by the Food
and Drug Administration (FDA) of 493,000 subjects enrolled in 2,581 clinical trials from 1995 to
1999 found the proportion of women fluctuated each year, ranging from 42 percent in 1995 to 55
percent in 1998, with no directional trend.*

Moreover, a recent study that followed 235 consecutive African-American patients with cancer
who were considered for recruitment onto cancer treatment clinical trials between January 1,
2001 and December 31, 2002 found only 8.5 percent were eligible to participate in these trials
and of this number, only 60 percent actually enrolled in these studies. Co-morbidities excluded
17 percent of the 235 patients and advanced disease made an additional 10 percent ineligible. In
addition, the presence of HIV or anemia rendered an additional 37 percent of the patients
ineligible.”

Besides the continued problem of under-represented populations in government-funded clinical
trials, another problem is lack of follow up by the appropriate government reviewers after the
NIH Institutes approve submitted plans. Addressing these deficiencies is crucial and requires
making important changes to the NIH Revitalization Act so that NIH policies are clarified and
there is more specific guidance on how to implement appropriate inclusion plans. Another option
worthy of discussion is building in incentives for investigators to implement appropriate
inclusion plans. This could take the form of scoring grant proposals based on their inclusion
strategies.

Further complicating the problems for the research community, the policies of the Food and
Drug Administration -- which oversees the research conducted to bring new drugs and devices to
the marker -- are not aligned with the NIH. Although the FDA issued new guidelines in 2005, the
agency views the NIH as the sole agency responsible for addressing disparities in clinical trials.
As a result, the FDA does not evaluate whether a clinical trial is inclusive of women or other
underrepresented groups in its approval process for new medications.

Another challenge for the research community is the limited application of the federal
government’s CLAS (Culturally and Linguistically Appropriate Services) standards in clinical
trials. Published by the Department of Health and Human Services’ (DHHS) Office of Minority
Health (OMH) in 2000,”" these 14 CLAS standards are designed to help healthcare
organizations, health practitioners and research institutions make the clinical setting more
culturally and linguistically accessible. Of special significance for the design and conduct of
clinical research, these standards specifically address language access services, the diversity of
staffing, and maintaining a current demographic, cultural, and epidemiological profile of the
community for purposes of recruiting and retaining representative participants in clinical trials.

Because greater recognition and application of the CLAS standards have the potential to improve

how clinical studies are designed and carried out in local communities, an intensified effort to is
needed to drive awareness and adoption of the CLAS standards in clinical research. This will
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entail formal training programs for research scientists as well as written policies and clinical
research guidelines that specifically address CLAS standards as part of the study design.

Insufficient Training for Institutional Review Boards

Before any study involving human subjects can be conducted in the U.S., research institutions
are required to appoint an institutional review board (IRB) to perform critical oversight functions
that are scientific, ethical, and regulatory. Often referred to as the “gatekeepers” for the conduct
of biomedical research, IRBs must approve the research design and protocol, require
modifications if necessary, and maintain oversight of the clinical trial to maximize the safety of
subjects once they are enrolled in the project.

In this country, IRBs are governed by Title 45 CFR (Code of Federal Regulations) of the
National Research Act of 1974, which defines IRBs and requires them for all research that
receives funding, directly or indirectly, from federal agencies. Moreover, the Food and Drug
Administration mandates IRB review of any clinical trial conducted for the purposes of FDA
review.

But while the mission of IRBs is to safeguard the rights, safety, and well being of all trial
subjects, IRB members often lack the training needed to recognize how disparities may manifest
themselves in research protocols. Thus, IRBs regularly approve research protocols that do not
provide for inclusion of under-represented populations. These actions, though unintended, are
also counter to the ethical provisions set forth in 1978 in the Ethical Principles and Guidelines
for the Protection of Human Subjects of Research report, commonly known as the Belmont
Report.73 Specifically, the Belmont report states that research studies must ensure that
“reasonable, non-exploitative, and well-considered procedures are administered fairly” among all
trial subjects.

Because IRBs play such a critical role in the design of clinical trials, educating the research
scientists and ethicists that sit on these committees is essential if IRBs are to pay more attention
to the participation of women, older adults and minorities in research studies. This can be
accomplished by working through the HHS Office of Human Research Protections (OHRP),
which oversees the regulation of IRBs, and the Association for the Accreditation of Human
Protections Programs (AAHRPP) to add specific requirements that IRBs receive training in
healthcare disparities.
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Concerns about Insurance Coverage

Regardless of how well the study is designed and monitored, the question for many Americans is
whether insurance companies will pay the costs to participate in a clinical trial. Although
sponsors are required to cover the cost of tests, procedures, drugs, extra doctor visits and any
research directly related to the study itself, a major barrier to patient accrual involves
reimbursement for routine patient care costs. These costs include the charges that insurance
should be expected to cover, such as physician charges, hospital charges, and routine tests. While
some private health insurance companies cover these routine costs, the policy is far from
universal and often is not made explicit.”* The impact, according to a survey conducted by the
American Society of Clinical Oncology (ASCO) is that denial of reimbursement for routine
patient care costs is a major obstacle to enrollment in clinical trials.”” At the same time, research
finds that the ambiguity of what insurance companies cover also discourages patient accrual.”®

Because of these difficulties, 19 states (Arizona, California, Connecticut, Delaware, Georgia,
[llinois, Louisiana, Maine, Maryland, Massachusetts, Missouri, New Hampshire, New Mexico,
North Carolina, Rhode Island, Tennessee, Vermont, Virginia and West Virginia) have enacted
laws that require health insurance companies to provide coverage for clinical trials.”” Moreover,
in 2000, the Centers for Medicare & Medicaid Services (CMS) authorized Medicare to reimburse
the routine patient care costs for clinical trials participation.

But these actions have had limited impact. At the federal level, CMS has reopened discussions
about its policies regarding Medicare coverage, stating its intention to further define the process,
procedures and standards for coverage. This situation is further complicated by Medicaid
policies, which while implemented by the states, do not have universal standards for covering
clinical trials participation.

Of equal concern to the public health community is the lack of a consistent policy regarding
FDA-approved clinical trials, where much of the cutting-edge research is taking place. To
address these gaps, the Cancer Leadership Council, a coalition of cancer advocacy organizations,
issued a white paper calling on Congress to pass a Patients’ Bill of Rights that includes a clinical
trials coverage provision.”> The CLC also advocates for broadening federal and state clinical
trials coverage to include private FDA-approved clinical trials.”

While these initiatives are worthy of consideration, they do nothing to address the specific
challenge of recruiting under-represented populations into clinical trials. Solving this persistent
problem will require new action from CMS to ensure that Medicare beneficiaries receive
information explaining the benefits of participating in a clinical trial and the patient costs
Medicare will cover. CMS can also play an important role by developing a reporting mechanism
to gather and disseminate information on state coverage for clinical trials in Medicaid and
SCHIP programs.

At the same time, addressing the concerns of patients covered by private insurance plans will
require working with insurance companies to provide more information about the specifics of
their coverage and then educating benefit managers that often serve as gatekeepers for
employees. In addition, employers have a role to play by pressing insurers to provide coverage
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for clinical trials in their healthcare plans.
Policies of Medical Journals

Medical journals aspire to select, through peer review, the highest quality science. Accordingly,
the reputations of these publications depend on the trust of all stakeholders -- readers, authors,
researchers, reviewers, editors, patients, research subjects, funding agencies, and administrators
of public health policy -- in a publication process that is judged to be thorough, objective, and
fair. Towards this end, an increasing number of journals now publish their stated policies and
make them accessible to their constituents by publishing them in print or on the Web.

Thus, today, medical journals have developed explicit policies addressing the study’s design,
statistical issues and outcomes, the role of the institutional review board or ethics committee,
authorship, peer review, and potential conflicts of interest. All of these are fundamental to the
scientific publication process and the dissemination of sound science.

But medical journals also play an influential role in the advancement of science by addressing
issues where increased attention by the scientific community is warranted. This was the case in
1966, when Henry Beecher’s famous article on ethics and human experimentation detailed
research abuses at major academic centers and served as a significant stepping-stone on the path
to formal regulation of clinical research.®® Medical journals have also been at the forefront in
advancing such issues as improved reporting practices for clinical trials, policies regarding
confidentiality and privacy, and making comparisons between meta-analyses and large trials on
the same topic.

As important to the future of science is the issue of the representation of trial subjects in clinical
research studies. While there is evidence that populations that bear disproportionate burdens of
disease are consistently under-represented in clinical trials, discussions of diversity, inclusion,
and representation in clinical trials are rarely reported in published studies. This is unfortunate
because a candid, scholarly discussion of disparities in research studies would provide an
important learning opportunity both for the study authors and those reading about and discussing
the study.

To drive this discussion and debate will require that the leading scientific and medical
publications recognize the problems resulting from under-representation of specific patient
populations in clinical trials and then address these problems on the grounds of scientific rigor,
social justice® and regulatory applications. It is hoped that this will ultimately lead to increased
awareness among all stakeholders and to new policies that address the need to report clinical
research findings according to diversity and inclusion criteria.

Disenfranchised Communities

Authentic community participation, as opposed to representation, in the clinical trials process is
rare and compounds the challenges of recruiting patients for research studies that reflect all
segments of the population. In most cases, community leaders are recruited after research
funding has been secured and only to help recruit patients for the trial.
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Beyond community relations, the consequences of this common practice are significant. Not
engaging community leaders at the beginning of the process results in a lack of understanding
about the dynamics of the community and the cultural and local norms that influence how
information about clinical trials is communicated to underserved populations and by whom. It
can also lead to distrust about the purposes of the research study and the sponsoring institution.
Moreover, when designed in a vacuum, the study may fail to include the infrastructure needed to
support residents over the long term. Together, these problems lead to increased costs and
additional resources to conduct population-relevant clinical trials and accelerate enrollment into
these trials.

To prevent these problems, public health experts advocate a new system of community
engagement that:

¢ Builds on strengths and resources within the community

e Facilitates collaborative, equitable involvement of all partners in all phases of the
research
Integrates knowledge and intervention for mutual benefit of all partners
Promotes a co-learning and empowering process that attends to social inequalities
Involves a cyclical and iterative process
Addresses health from both positive and ecological perspectives
Disseminates findings and knowledge gained to all partners
Involves long-term commitment by all partners.**

Towards this end, the EDICT team recommends that investigators build a detailed plan for
community engagement into the research protocol that includes demonstrated methods and
measures for working with community organizations and institutions. At the same time, the
EDICT team advocates widespread use of participant™ navigation, a relatively new concept that
helps patients navigate within today's complicated healthcare system so they can participate in a
clinical trial. Modeled after the "navigator" program created at Harlem Hospital, participant
navigation helps patients keep screening and lab appointments and solves their non-medical
problems, such as providing child care services.
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Improving Clinical Research: An Agenda for Action

Nine Priority Areas for Action

Mounting evidence shows that there are major deficiencies in the way clinical trials are designed,
carried out and funded in the U.S. with serious implications for the outcomes of medical research
studies.

Of key significance for the future of scientific innovation is the exclusion or under-representation
of women, older people, minorities, and rural in the vast majority of the research studies
conducted in the U.S. Without adequate representation of all patient populations, researchers
cannot learn about potential differences among groups and cannot ensure the generalization of
results.

For more than two decades, research on accrual deficiencies has continued with increasing
specification, looking to explain reasons for the absence of improvement despite many years of
calls for expanded participation. And the findings all point to the same conclusions: more clinical
trials and more involved physicians are needed; co-morbidities and other ineligibility
requirements that minimize generalization of results and that exclude older patients demand
reassessment; and more physicians need to be persuaded to present trial options for patients’
consideration.

But despite this general consensus, the deficiencies in the way clinical trials are designed, carried
out and funded in the U.S. have received little direct, systematic, or sustained intervention.
Compounding the situation, the limited collaboration between the federal government and the
pharmaceutical industry about research priorities has led to major gaps in research priorities,
especially for diseases, such as liver and kidney cancers, that feature high disparities and high-
case fatality rates.

This fragmented approach to resource allocation leaves many populations under-represented in
clinical trials, especially those who bear a disproportionate burden of disease. Moreover,
divergent federal policies about the level of participation of women, older adults and
racial/ethnic groups in clinical trials has led to confusion among the research community with the
result that populations remain under-represented in government and industry funded clinical
trials.

Because the stakes are so high, the EDICT (Eliminating Disparities in Clinical Trials) Initiative
recognizes the need for a coordinated approach to designing and funding clinical trials and has
developed a series of practical and realizable policy solutions to clinical trial disparities at the
federal, state and institutional levels in the public, private and non-profit sectors.

To substantially improve the clinical research process, EDICT calls for action in the following
areas:
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3.

Seek reqgulatory changes that improve the way research trials are designed and
conducted.

Reinvigorating federal policies and regulation related to disparities in clinical trial requires
that:

e The National Institutes of Health (NIH) should provide more detailed instruction
on appropriate inclusion plans for underrepresented populations in clinical trial
protocols, with substantial incentives for investigators to implement appropriate
inclusion plans.

e The Food and Drug Administration (FDA) should harmonize its policy with NIH
policy to require appropriate inclusion of underrepresented populations in clinical
trials.

e The Food and Drug Administration (FDA) should implement penalties for non-
compliance with inclusion policies in clinical trials;

e The Food and Drug Administration (FDA) should implement incentives for
appropriate racial and ethnic inclusion in clinical trials.

e Federally and privately funded sponsors of clinical trials should adopt the
national standards for Culturally and Linguistically Appropriate Services (CLAS)
standards developed by the Department of Health and Human Services’ Office of
Minority Health (OMH).

Increase collaboration between the government and industry sectors in designing and
conducting research studies.

Because nearly 75 percent of the funding for clinical trials comes from corporate sponsors,
new initiatives that attract more women, older people, minorities, and rural populations into
research studies are needed to ensure the generalization of results. Accordingly:

e The pharmaceutical industry should require investigators to have the subject
population include members of underrepresented communities that appropriately
correspond to the proportions such communities comprise in the targeted population.

e The pharmaceutical industry should select and develop investigators with the
capability of achieving appropriate diversity of inclusion based on the population
served.

e The pharmaceutical industry should require that clinical trial plans take account of
how the affected communities will receive information and other benefits as a result
of the trial.

Foster community involvement in clinical trials.

Because disenfranchising communities leads to increased costs and additional resources to
conduct population-relevant clinical trials and accelerate enrollment into these trials, new
initiatives are needed to create a new system of community engagement. This will require
that:
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e Public and private sponsors of clinical trials should require demonstration in
protocols of methods and measures to ensure meaningful community participation
throughout the clinical trial process.

e Public and private sponsors of clinical trials should require a detailed plan to
build community capacity for understanding and supporting clinical research, e.g.,
ongoing participant navigation programs.

e Community groups should develop plans to actively disseminate information on
clinical trials to community members.

e Community groups should develop ongoing relationships with individual
investigators and research institutions to promote meaningful dialogue that
ensures community involvement.

Implement new policies so that peer-reviewed medical/science journals address the

issue of the representation of trial subjects in clinical research studies. Although peer-

reviewed medical/science journals have played an influential role in the advancement of
science by addressing issues where increased attention by the scientific community is
warranted, the discussion of diversity, inclusion and representation in clinical trials is often
missing from published studies.

Advancing this scholarly discussion about disparities in research studies will require that:

The International Committee of Medical Journal Editors (ICJME) and the
World Association of Medical Editors (WAME) -- the two chief editorial
organizations for biomedical publications -- should adopt standards that require
investigators to include in their manuscripts an analysis of how the subject
population’s demographics correspond to those of the population that bears the
disease burden.

Invest in specialized training for Institutional Review Boards. Although the mission of

institutional review boards (IRBs) is to safeguard the rights, safety, and well being of all trial
subjects, IRB members often lack the training needed to recognize how disparities may
manifest themselves in research protocols. Thus, IRBs regularly approve research protocols
that do not provide for inclusion of underrepresented populations. To change this situation
will require that:

Institutions that mandate clinical research training should include modules
addressing the existence of disparities and providing practical strategies for
ameliorating them.

Medical education and graduate medical education (residency) standards should
require education addressing basic principles of clinical research and disparities in
clinical trials.

Providers of continuing health professional education should incorporate into
their programs education addressing basic principles of clinical research, disparities
in clinical trials, and awareness of the importance of CLAS standards.
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e The Association for the Accreditation of Human Research Protection Programs
(AAHRPP) should ensure that Institutional Review Boards (IRBs) receive training in
health care disparities in general and disparities in clinical trials.

e The Office of Human Research Protections (OHRP) in the Department of Health
and Human Services (HHS) should issue policy guidance materials designed to
enhance IRBs knowledge as to inclusion of underrepresented populations in clinical
trials.

7. Reallocate research funding to avoid duplication and address disparities. Because
government, non-profit and industry sponsors often conduct medical studies on the same
diseases, there is a duplication of research efforts in some disease categories and insufficient
attention and resources for diseases, such as liver and kidney cancers, where there are
significant disparities in outcomes and high case fatality rates.

Reallocating research funding so it is more effective will require that:

e Congress should ensure that federal research funding complements private sector
funding, and gives priority to diseases with the greatest disparities and the highest
case fatality rates.

e Congress should request that the Institute of Medicine conduct a study to investigate
duplication of clinical trials funding among public, private, and nonprofit sectors, and
recommend strategies for eliminating duplication and promoting coordination.

e State, municipal, and federal policymakers should work with states as they
implement state health plans in order to increase participation of underrepresented
populations in clinical trials.

8. Enhance public education about clinical trials. Lack of awareness about clinical trials as a
treatment or prevention option and fear and mistrust of medical research remain pervasive
obstacles to patient accrual. Moreover, the complexity of consent forms and other clinical
trials materials is often a barrier for those patients with low health literacy -- the inability of
an individual to access, understand and use health-related information and services to make
appropriate health decisions.

Addressing these problems requires that:

e Public and private sponsors of clinical trials should require the development and
implementation of culturally appropriate recruitment and retention plans with an
additional focus on community education provided in appropriate languages for non-
English and limited-English speaking populations.

e Public and private sponsors of clinical trials should require that all local clinical
trial teams convene a community “recruitment and retention” committee to advise on
such plans as part of the IRB review.

9. Implement participant navigation as a critical element of the clinical trials process.
Modeled after the "navigator" program created at Harlem Hospital, participant navigation is a
new tool that helps patients keep screening and lab appointments and solves their non-
medical problems but is not now an accepted standard of practice for institutions conducting
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clinical trials. Thus patient navigation is either an after thought in study design and execution
or not used at all. Changing this situation will require that:
e Institutions and providers of continuing education should institute basic training
in Participant Navigation.
e Institutions and sponsors of clinical trials should ensure that entities that conduct
clinical trials have the capacity to deliver participant navigation services and
encourage research protocols that include specific Participant Navigation plans.

. Assure insurance coverage for the costs associated with clinical trials. The costs
associated with participating in a clinical trial are a concern to all patients and have remained
a major barrier to patient accrual. While some private health insurance companies cover the
routine patient costs of participating in a research study, the policy is far from universal and
often is not made explicit. Complicating the problem, many employer benefits managers may
lack knowledge to know what the insurance policy covers.

At the same time, federal regulations extending Medicare coverage for patients enrolled in
clinical trials has had limited impact. Besides unclear policies defining the procedures and
standards for coverage, Medicaid policies, implemented by the states, do not have universal
standards for covering clinical trials participation.

To remove these barriers will require action by both the business community and federal
policies makers. For the business community, addressing gaps in coverage and information
about private health insurance plans requires that:
e Business groups and associations should request that their members provide
coverage for clinical trials.
e Employers should ensure that the coverage is accessible and usable by the employee.
e Employee benefit or insurance trade groups should request their members educate
benefit managers on clinical trials coverage.

At the federal level, assuring insurance covers the patient costs associated with clinical trials
necessitates that:

e Congress should expressly authorize Centers for Medicare and Medicaid Services
(CMS) to adopt policies linking coverage of costs associated with clinical trials to
sponsors’ and research teams’ certification that the protocol contains specific plans
and demonstrated capacity to ensure appropriate inclusion and representation of
populations underrepresented in clinical trials.

e Centers for Medicare and Medicaid Services (CMS) should develop a reporting
mechanism to gather and disseminate information on state coverage for clinical trials
in Medicaid and SCHIP.

e Centers for Medicare and Medicaid Services (CMS) should encourage Medicaid
and SCHIP programs to adopt Medicare standards on clinical trials coverage, and
gather and disseminate that information.

e States mandating clinical trials coverage should mandate that insurers educate
policyholders of coverage status for clinical trials.

e Centers for Medicare and Medicaid Services CMS) should ensure that Medicare
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beneficiaries have education and information about clinical trials coverage.

The Time is Now

Creating a public policy agenda that addresses the deficiencies in the way clinical trials are
designed, carried out and funded in the U.S. is essential for the discovery of new prevention,
diagnostic and treatment methods for disabling diseases. However, because the aspects of the
problem are multi-dimensional and involve all stakeholders, meaningful improvements will not
occur unless there is a coordinated approach to system change.

Everyone in the health care system — from patients and caregivers to treating physicians, payors,
research scientists, and policy makers — has a significant role to play in increasing access to
quality health care. Thus, an agenda that removes the barriers to clinical trial participation and
advances education and information sharing is a critical step to improving the health status of all
Americans. Clearly, the time for action is now.
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