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FOREWORD

n the brink of the new century, we face the exciting and unprecedented opportunity to understand

the functioning of our bodies and our minds to an extent that could not have been envisioned 100,

or even 50, years ago. Along with a rapid pace of scientific discovery, the issue of women’s health
has risen to prominence during the past decade in the broadest biomedical, political, and social sense. Our Nation
has recognized the importance of women’s health and, more specifically, the important contributions of culture,
ethnicity, race, socioeconomic background, geographic location, and other social and economic factors to women’s
health status. We now understand women’s health as a reflection of multiple elements contributing to the overall

quality of women’s lives — and men’s lives — in the United States today.

After a year of intensive planning, the dream of a coordinated effort on women’s health at the National
Institutes of Health (NTH) became a much-anticipated reality in September 1991 at a conference and series of
workshops in Hunt Valley, Maryland. Experts in the fields of basic and clinical sciences, practitioners interested
in women’ health, and representatives of women’s organizations developed specific and workable recommenda-
tions to advance research activities on behalf of all the women, and thus of all the people, of the United States.
Participants focused on research needs over the major divisions of a woman’ life span and the scientific issues,
diseases, and impairments that might affect her health and well being during that life span. The deliberations
and findings, published as Report of the National Institutes of Health: Opportunities for Research on Women’s Health,
stated a firm expectation as part of the introduction: “This research agenda, which will guide planning efforts at
NIH for the next several decades, is critical to improving the quality of life for all the Nations women.” That report
became the firm foundation and touchstone for the work of the Office of Research on Women’s Health (ORWH)

under its director, Dr. Vivian Pinn, whose appointment was announced at the September 1991 meeting.

During the past 7 years, ORWH at NIH has moved steadily and with confidence toward achieving the far-
reaching goals articulated in 1991. The Office has identified and assessed the enormous advances in basic and
clinical science knowledge and linked them to a research agenda targeted to improve women’s health. There is
now widespread, and largely unquestioned, recognition that researchers and clinicians must understand how differ-

ences in sex, gender, cultural, and ethnic and socioeconomic backgrounds may influence the causes, diagnoses,
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progression, and treatment of diseases. The evolution, or perhaps even more, revolution in activities related to
women’s health, made the need for a reassessment of the agenda critical. An intensive series of workshops and
meetings, culminating in this new report, “Agenda for Research on Women’s Health for the 21st Century,” extend
the vision of a comprehensive women’ health research agenda into exciting new directions and areas of research
endeavor not anticipated in 1991. The new challenge inherent to continuing progress in research on women’s
health is to establish sound scientific bases that will permit reliable diagnoses and effective prevention and treat-
ment strategies for all women, from diverse cultural and ethnic origins, geographic locations, and socioeconomic
strata. The ultimate goal is to increase medical knowledge through sound research, which, thereby, will inform

the development of policies and medical standards from which all women, and men, can benefit equally.

But, the guiding principle regarding women’s health research at NIH must remain and has remained
unchanged from its original ideal: that biomedical research must be targeted to all of the Nation’s women,
of all races, all ages, and all socioeconomic and ethnic groups. Researchers must continue to make more
intensive efforts to address the health needs of the whole woman — in body and in mind. As citizens

of the United States and of the world, we cannot afford to do anything less.

Ruth L. Kirschstein, M.D.

Deputy Director, National Institutes of Health

Former Director, National Institute of General Medical
Sciences (1974-1993) and Acting Associate Director,

Office of Research on Women’s Health (1990-1991)
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INTRODUCTTION

REVISITING THE NIH RESEARCH
AGENDA ON WOMEN’S HEALTH
FOR THE 21st CENTURY:

A COLLABORATION BETWEEN
NIH AND THE BROADER
WOMEN’S HEALTH COMMUNITY

s the National Institutes of Health (NIH)

Office of Research on Women’s Health

(ORWH) engages the scientific, health care,
public policy, advocacy, and other communities in a
review and revision of the NTH research agenda on
women’s health for the 21st Century, it is salutary to
examine the history of efforts to improve the health
of women through research, and the steps that led
NIH to the landmark series of four scientific work-
shops held in 1996 and 1997.

There is no question that research is central to
providing the scientific foundation for changes and
improvements in health practices and policies. Expand-
ing our understanding of normal and abnormal bio-
logic processes and behavior can result in improved
prevention, diagnosis, and treatment of diseases, dis-
abilities, and other conditions that affect the health of
women and their families. Yet, despite the importance
to the United States of improving the health status of
women across the life span, the emergence of women’s
health issues among our nation’s priorities did not
occur overnight. We owe much of the increased focus
of the scientific community on women’ health to many
individuals, groups, and organizations that have been
working to improve the health of women for some
time. These include the Boston Women’s Health Book

Collective, the National Women’s Health Network, the

Vivian W. Pinn, M.D.

Associate Director for Research on Women’s Health
Director, Office of Research on Women’s Health
National Institutes of Health

National Black Women’s Health Network, the Society
for the Advancement of Women’s Health Research,
and many others, some of whom provided testimony
during our public hearings. For many years, these
organizations have been working “in the trenches,”
calling attention to the need to focus our attention
on women’ health. Nevertheless, only in recent years
has the Federal Government recognized women’s
health as a real issue requiring a real remedy. Today,
thanks to the efforts of advocates and scientists in
and outside the Federal Government, we are begin-

ning to make progress.
PHS Task Force and Establishment of ORWH

In 1983, the Assistant Secretary for Health,
Dr. Edward N. Brandst, Jr., established the Public
Health Service (PHS) Task Force on Women’s Health
Issues to examine the role of the Department of Health
and Human Services in addressing women’s health.
In a report published in 1985, this Task Force made
a number of recommendations on a broad array of
women’ health issues relevant to the entire life span
of girls and women. At that time, Dr. Brandt stated,
“I am committed to seeing that this report results in
action that is beneficial to the women of America.”
Among the most pertinent recommendations of the
Task Force report was one that said that “Biomedical
and behavioral research should be expanded to ensure
emphasis on conditions and diseases unique to, or

more prevalent in, women in all age groups.”

Following publication of the report of the PHS
Task Force on Women’s Health in 1985, NIH estab-
lished a policy for the inclusion of women in clinical
research. Two years later, in 1987, the policy was

incorporated into and published in the NIH Guide
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to Grants and Contracts in 1987. In a later 1987 version
of the NIH guide, a policy encouraging the inclusion

of minorities in clinical studies was first published.

In 1990, the Congressional Caucus for Women’s
Issues requested that the U.S. General Accounting
Office (GAO) study NIH% implementation of the guide-
lines for inclusion of women. The resulting GAO report
stated that the implementation of the policy for the
inclusion of women was slow and not well communi-
cated, gender analysis was not implemented, and the

impact of policy could not be determined.

In September 1990, just 3 months after the release
of the GAO findings, the subsequent media coverage
and public reaction catalyzed NIH to establish the
Office of Research on Women’s Health. The office was
set up by Dr. William Raub to serve as the focal point
for women’ health research at NIH, working in a col-
laborative partnership with NIH’ institutes and centers
(ICs). ORWH was announced at an NIH roundtable
meeting with representatives of the Congressional
Caucus on Womens Issues on September 10, 1990. A
press release from the U.S. Department of Health and

Human Services at the time of this meeting stated that:

ORWH is charged with assuring that
research conducted and supported by NIH
appropriately addresses issues regarding
women’s health and that there is appropriate
participation of women in clinical trials . . .
The Office will establish NIH-wide goals and
policies for research related to women’ health.
It will also coordinate NTH activities under-
taken in performing such research. Finally,
the Office will interact with the scientific and
medical communities, organizations with an
interest in women’s health and other compo-
nents of government to inform them of NIH’s
programs related to women’s health, identify
areas of research that need emphasis and
involve them in efforts to expand and

encourage research on women’ health.

At the same time, Dr. Raub stated that “The new
Office will have the authority and responsibility to act
with and on behalf of the NIH Director to monitor
and coordinate the activities of the constituent ICDs

at NIH in regard to research on womens health . . .”

With these words, ORWH was established and
given the broad mission that still directs the activities

of the Office today. This mission encompasses:

* Establishing NIH-wide goals and policies for

research related to women’s health.

* Developing a plan to increase NTH-supported
research on women’s health, then implementing

and monitoring its effects.

» Coordinating NIH activities undertaken in per-

forming women’ health research.

* Providing advice and staff support to the NIH
Director and senior NIH staff regarding the
overall direction of and approaches to NIH

programs of research related to women’s health.

¢ Interacting with the scientific and medical
communities, organizations with an interest
in women’ health, and other components of
government to inform them of NIH programs

related to women’s health.

» Developing special initiatives to increase the
participation of women as subjects in clinical
research and of institutions and investigators

in performing research on women’ health.

One of the earliest announcements of activity
by this new office was made on that same September
day by Dr. Ruth L. Kirschstein, who promised that
“. .. As one of its most important activities, the
Office, this fall, will convene a planning group to
prepare the background for a major conference
which will serve to set an agenda for NIH research

on women’s health . . .”

AGENDA FOR RESEARCH ON WOMEN'S HEALTH FOR THE 21sT CENTURY



As a result, 1 year later, in September 1991,
ORWH held public hearings and a scientific work-
shop at Hunt Valley, Maryland, to set NIH’s agenda
for research on women’ health issues. The report
from that meeting, Report of the National Institutes of
Health: Opportunities for Research on Women’s Health,
commonly referred to as the Hunt Valley Report,
served as the basis for NIH’ research priorities

in women’ health for 7 years.

At the Hunt Valley meeting, discussions centered
around life span concepts for women’s health and

crosscutting areas of science. These included:

Life Span

Birth to Young Adulthood

Young Adulthood to Perimenopausal Years
Perimenopausal to Mature Years

Mature Years

Crosscutting Science

Reproductive Biology

Early Developmental Biology

Aging Processes

Cardiovascular Function and Disease
Malignancy

Immune Function and Infectious Diseases

In addition, speakers addressed morbidity and
mortality in women, ethical and legal issues, women

as research subjects, and women in biomedical careers.

Thus were launched the programs of ORWH to
“expand and encourage” research on women’s health.
In 1993, ORWH was legislatively mandated in the NIH
Revitalization Act. Women’ health research at NIH is
a partnership between ORWH and NIH institutes and
centers. During the past 7 years, ORWHS’ responsibili-
ties and major program efforts have increased and,
while there is still a lot to be done, we have made

some progress.

NIH Mandate for the Inclusion of Women and

Minorities in Clinical Research

The establishment and implementation of policies
for the inclusion of women and minorities in clinical
research funded by NIH has its origins in the response
to the PHS Task Force on Women’s Health Issues and
in response to the GAO report of 1990. ORWH has
assumed leadership in implementing policies requiring
the inclusion of women and minorities in human sub-
ject research. Wanting to assure that the policies for
inclusion were firmly implemented by NIH, the Con-
gress made what had previously been policy into Public
Law, through a section in the NIH Revitalization Act
of 1993 (Public Law 103-43), entitled “Women and

Minorities as Subjects in Clinical Research.”

The NIH Revitalization Act of 1993 essentially
put forth the existing NIH policies but with four

major differences:

e NIH must ensure that women and minorities and
their subpopulations be included in all human

subject research;

* Women and minorities and their subpopulations
must be included in phase III clinical trials in
numbers adequate to allow for valid analyses

of differences in intervention effect;

» Cost is not allowed as an acceptable reason

for excluding these groups; and,

e NIH must initiate programs and support for
outreach efforts to recruit and retain women
and minorities and their subpopulations as

volunteers in clinical studies.

The guidelines for inclusion developed in
response to this law were published in the Federal
Register in March 1994, and they have been fully
implemented. It is now the policy of NTH that

women and members of minority groups and their
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subpopulations must be included in all NIH-supported
biomedical and behavioral research projects involving
human subjects, unless a clear and compelling rationale
and justification establishes that inclusion is inappro-
priate to the health of the subjects or the purpose of

the research.

Working in collaboration with the Office of Extra-
mural Research and other components of NIH, we have
established a tracking system to monitor inclusion.
Indeed, for the first time in NIH3% history, we are able
to determine the numbers of women and minorities
in clinical trials, and we are now beginning to analyze
data to establish trends in inclusion and determine
better ways to examine these data. Thus far, we have

found high compliance with inclusion policies.

The goal of NIH policy is not to satisfy any quotas
for proportional representation, but rather to conduct
biomedical and behavioral research such that the scien-
tific knowledge acquired will be generalizable to the
entire population. In response to the tragedies of the
PHS syphilis study in Tuskegee, Alabama, and the
effects on those exposed to DES and thalidomide in
utero, regulations were put in place to protect women,
minorities, and other populations from being exploited
in research. As we work to ensure women’s appropriate
inclusion in clinical studies, we still must grapple with
the very sensitive ethical and legal issues of including
women of childbearing age in such research. In address-
ing these issues, we must weigh the risks of such parti-
cipation to women and their potential offspring against

the benefits of participation in clinical studies.

A continued emphasis on the need for innovative
and successful strategies to recruit women as volun-
teers in clinical research, including special populations
of women across the life span, must remain a consider-
ation in research design. In fact, the implementation
of the NIH policy for the inclusion of women and
minorities in human subject research requires the
increased participation of women and minority phy-
sicians and scientists in the design, implementation,

and interpretation of such studies.

Women in Biomedical Careers

With expanding horizons in science and biotech-
nology, greater participation by women as investigators
in studies to explore new frontiers of knowledge about
health, disease, and normative development in girls
and women is needed. While exact figures are not
available for those who are participating in research,
there is a need to increase not only the numbers of
women who are biomedical and behavioral investiga-
tors, but also the numbers of women who are in policy
making positions and who can influence or determine

the direction of research initiatives.

To help us to determine the best ways to increase
opportunities for women in biomedical research
careers, in 1992, ORWH convened a public hearing
and workshop on the recruitment, retention, advance-
ment, and re-entry of women in biomedical careers.
The goal was not only to identify barriers to women’s
success, but also to devise strategies and programs

to enable women to overcome those barriers.

At the 1992 meeting, a number of barriers were
identified and published in a report, Women in Bio-
medical Careers: Dynamics of Change — Strategies for
the 21st Century. From nearly 70 testimonies, 9 general
issues that present barriers emerged. These barriers
are common to women in the biomedical professions
regardless of racial, ethnic, cultural, socioeconomic,

or other backgrounds.
 Recruiting women to biomedical sciences;
* Visibility, role models, and mentors;
 Career paths and rewards;
* Re-entry into a biomedical career;
 Family responsibilities;
¢ Sexual discrimination and sexual harassment;

e Research initiatives on women’s health;
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* Sensitizing men about special career concerns

of women; and
e Minorities and racial discrimination.

Based on the findings and recommendations of
that meeting, ORWH has initiated and sponsored a
number of programs, including one that addresses the
loss to science of women who have interrupted their
research careers to fulfill familial responsibilities, the
Re-entry Program for Biomedical Scientists. Started
as a pilot project in 1992, the re-entry program was
assessed under the leadership of Joyce Rudick and
the cochairs of the Subcommittee on Biomedical
Careers of the NIH Advisory Committee on Women’s
Health Issues, Dr. Anne Sassaman and Dr. Julia
Freeman. The re-entry program has now been insti-
tutionalized across NIH. Since 1992, participants
in the program have published 72 papers, with 43
re-entry scientists as the primary author, in such
journals as the Journal of Cell Science, Biological Psy-
chiatry, Molecular Microbiology, American Journal of
Epidemiology, Journal of Biological Chemistry, American
Journal of Psychiatry, Journal of Clinical Investigation,
and Journal of the American Medical Association.

Ensuring that the findings derived from research
on women’ health are incorporated into the educa-
tion and training of the next generation of health care
providers is an important priority for ORWH. As a
part of our effort to address the implementation of the
NTH agenda on women’ health research and the role
of such research in helping to establish improved stan-
dards of health care practice that promote multidisci-
plinary, comprehensive, and effective women’s health
care, we collaborated with the Health Resources and
Services Administration (HRSA) and the Public Health
Service Office of Women’s Health to prepare a report
of surveys of all osteopathic and allopathic schools of
medicine to determine women’ health in their curricula.
The resulting report, Women’s Health in the Medical School
Curriculum: Report of a Survey and Recommendations,

also contains examples of curricula that incorporate

women’ health issues. We are now working with
the dental, nursing, and pharmacy representatives

for a similar study of their educational curricula.

We have also put in place a number of other
programs and initiatives to enhance participation of
women and men scientists in research on women’s
health. These include workshops on how to speak
and write about science, as well as training projects
that provide opportunities for high school students,
college faculty and students, and minority students
to obtain research experience or exposure to current
scientific concepts through NIH. ORWH has also
developed and supported a number of programs
for the advancement of girls and women in science
through collaboration with the NIH Office of Science
Education. These programs include: outreach on
the World Wide Web; a speakers bureau that allows
a diverse group of women scientists in the NIH com-
munity to provide both role models and information
about careers in research; a very popular course de-
signed to teach young scientists to write about science
effectively; a series of workshops to teach young scien-
tists how to present scientific data effectively; a pro-
gram for NIH summer interns that provides a forum
for discussion of family and career concerns that can
affect their professional and personal lives; and a series
of workshops to support the successful career develop-

ment of young postdoctoral intramural researchers.
NIH National Research Agenda on Women’s Health

Progress has been made in establishing women’s
health research as an integral part of the fabric of
NIH research and programs; but progress gives rise
to new questions, a need for an assessment, and
a consideration of new priorities and a revitalized
research agenda. We believed that it was time to
look “beyond Hunt Valley” and to update our agenda.
Beginning in September 1996, ORWH convened a
series of meetings, “Beyond Hunt Valley: Research
on Women’s Health for the 21st Century,” to foster

collaboration among representatives of the NTH
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community and the broader women’ health commu-
nity to revise the research agenda on women’s health.
In planning these meetings, we turned to the model
of the first Hunt Valley meeting where broad participa-
tion through public hearings and workshops proved so
productive and fruitful. This mechanism has provided
an opportunity for ongoing collaboration among indi-
viduals and groups of women, advocates, scientists,
health care practitioners, and pubic health policy-
makers with NIH to establish our research agenda

as we move forward into the 21st century.

The original women’s health research agenda
developed as a result of the Hunt Valley meeting
embodied certain underlying principles that will
continue to inform our directions for the future.

The Hunt Valley report redefined the parameters

of women’s health to encompass research to better
understand sex and gender differences between women
and men in development, health, and disease, and
to focus on populations of women that have been
underrepresented in clinical research in the past.
This agenda recognizes the full spectrum of research
from basic to clinical research and trials, epidemio-
logical and population studies, clinical applications,
and health outcomes. We have embraced an expanded
concept of women’s health and research that encom-
passes the health of girls and women across the life
span, from the prenatal stage to that of the frail elderly.
Most important, the agenda reflects the fact that
women’s health implies more than the reproductive
system. The agenda also emphasizes basic science

investigations, not just human subject research.

The research agenda includes biomedical as well
as behavioral and psychosocial research, with a focus
on multidisciplinary collaboration. It focuses on sex
and gender factors in the health and diseases of women,
in considering such matters as normal development,
disease prevention, health maintenance, response to
interventions, disease prognosis, and treatment out-

comes. We have also focused on factors that influence

differences in health status and health outcomes among
diverse populations of women. Moreover, priorities
have been established for populations of women and
girls that have been previously excluded from scientific
investigation, such as minorities, women of low socio-
economic status and isolated geographic locations,

lesbians, and women with disabilities.

In all our efforts to implement our research
agenda, ORWH participates in an active and bene-
ficial partnership with all of NIH's institutes and cen-
ters. We continually review our research priorities to

determine where the major gaps in knowledge exist.

At our first regional meeting, held September 1996
in Philadelphia, where our hosts were the Allegheny
University of the Health Sciences and the University
of Pennsylvania, we started to examine our research
agenda to ensure its relevance as we move toward the
next century. At the Philadelphia meeting, we directed
attention to some of the major areas of concern for
women’s health. We later looked at women’s health
from two perspectives — sex and gender factors, as
well as differences in health among diverse popula-
tions of women. At the second meeting, held in New
Orleans, we examined aspects of the research agenda
based upon sex and gender perspectives (i.e., physio-
logical, psychosocial, and pharmacologic differences
between women and men). Plenary presentations
addressed the role of hormones in sex and gender
differences, as well as the role of the environment and
genetic heritage. At our third regional meeting, held
in Santa Fe, New Mexico, participants focused on fac-
tors that contribute to differences in health status and
health outcomes among diverse populations of women.
These included biological, genetic, racial, cultural and
ethnic, psychosocial and behavioral factors, educational
influences, traditional and alternative health practices,
environmental influences, poverty and socioeconomic
status, access to health care, and occupational issues.
The plenary sessions also included considerations of

health issues for women who have disabilities.
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At the final, national meeting in the series,
held in Bethesda, Maryland, in November 1997,
we addressed issues raised at the three regional
meetings and invited participants to consider addi-
tional issues to guide our Task Force in developing
recommendations for the NIH research agenda on
women’s health for the 21st century. The specific

objectives of this final workshop were to:

» Consider progress in knowledge about

women’s health through research;

* Determine continuing or emerging gaps
in knowledge, and related issues and

implications;

* Recommend a new framework for
research priorities on women’ health,

conditions, and diseases;

e Recommend how these research

initiatives can best be accomplished;

e Recommend ways to improve dissemi-
nation of research outcomes, integration
into health education, and implemen-
tation in health practices and public

policies; and

* Recommend programs and collabor-
ations to increase opportunities for
participation and advancement of

women in research careers.

We asked participants to consider

the following:

 The original Hunt Valley report

recommendations;

e Deliberations and recommendations

from the three regional meetings;

* Special populations of women;

 Factors that affect different populations

of women;
e Sex and gender issues;

e Normal processes, developmental

biology, and aging; and
* Life span concepts.

All the recommendations for our research agenda
must be based upon science driven initiatives. Thus,
the role of the participants was challenging, significant,
and meaningful. Our updated agenda must reaffirm the
commitment to an integration of scientific disciplines
and medical specialties with advocacy and forward-
thinking optimism. The goal is to make a positive dif-
ference in women’s health in the 21st century through
an improved research agenda that will yield scientific
data to lessen or eliminate continuing or emerging

gaps in knowledge about women’s health.

During the past decade, with the creation of new
laws, policies, and programs, we have made tangible
progress toward improving women’s health, and we
have gained a sure sense of our power to effect real
change. With assistance from the scientific and lay
communities, as we enter the 21st century, ORWH
can build on that progress and markedly improve the
health of women and their families. That is the vision
for womens health in the United States and worldwide
that we have entrusted the members of the Task Force
and all participants in this process to help us ensure for
the future. No single individual or group can do the
job alone. The challenge — and the responsibility —
must be shared by all of us.
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OVERVIEW AND
PERSPECTTIVES

FROM THE TASK
FORCE COCHATIR

he 7 years since the Office of Research for

Women’s Healths (ORWH) original report on

the health needs of women have witnessed a
remarkable expansion of interest in the female patient.
In a very real sense, that interest is the result of the
expanding competence and power of women that
began with World War II. This global catastrophe facili-
tated women’s entries into positions and professions
that had been previously almost exclusively available
to men. The emergence of feminism in the 1950s was
an inevitable consequence of women’s new sense of
what was possible for them to achieve on their own
rather than through alliances with powerful men:
access to the professions and to their own money,
and with it, increasing immediate control over the
world around them. Feminism was bred of women’s
new and expanded sense of their identities as indi-
viduals beyond their traditional roles of wife and
mother, and of what they were due from a society
that held them as less valuable than men. Their
interest in social justice and appropriate access to the
options available within the life of the community

extended to a consideration of their health needs.

Women’s increasing ability to call attention to
their needs gained strength in the decades after World
War II and was reflected first in the 1985 report of the
U.S. Public Health Service’s Task Force on Women’s
Health Issues, which concluded that women’s health
care was compromised by the lack of research focus on
women’s health concerns. By 1986, the National Insti-
tutes of Health (NIH) urged that research protocols
include appropriate numbers of female subjects wher-
ever relevant, although the 1990 report of the General
Accounting Office (GAO) indicated that because of a
lack of aggregate or NTH-wide recordkeeping, it was

Marianne Legato, M.D., EA.C.P
Professor of Clinical Medicine
Columbia University College of
Physicians and Surgeons

Donna Dean, Ph.D.
Senior Advisor to the Deputy Director
National Institutes of Health

unable to monitor NIH’ performance on ensuring that
this was accomplished. This report and other pressures
for more attention prompted the NIH Revitalization
Act of 1993, which stated the condition that any NIH-
supported research must include appropriate numbers
of subpopulations (including women) in the cohort of
subjects studied. Cost was not a justification for failure
to do this. In 1990, the Congressional Caucus on
Women Issues introduced 22 bills to Congress that
addressed research, care, and prevention issues in
women’ health. Six of the research-related provisions
were incorporated into the 1991-1992 NIH Revitali-
zation Act, which became law in 1993 and gave statu-
tory authorization to ORWH. The Food and Drug
Administration (FDA) was not exempt from the sweep-
ing reforms. In 1992, FDA cosponsored a conference
with the Food and Drug Law Institute to debate issues
of including women in clinical trials of FDA-regulated
products. The GAO released a report examining FDA's
policies and the pharmaceutical industry’s practices
regarding drug testing and women and concluded that
for more than 60 percent of the drugs, the representa-
tion of women in the test population was less than the
representation of women in the population with the
corresponding disease. The worst case, ironically, was
in the area of cardiovascular disease, where companies
were frequently failing to analyze or collect data for
gender differences in response to drugs. By 1993, FDA
lifted its 1977 edict that reproductive-age women
should be isolated from clinical research and recom-

mended that data be analyzed as a function of gender.

Women have demanded to learn more about the
normal physiology of females and of the unique ways
in which they experience disease. They want to be

included in clinical investigations, they want federal
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monies devoted to their health needs, and they have
been entering medical and other health professional
schools in increasing numbers. Clinical researchers
have concentrated on exposing, publicizing, and
correcting gender prejudice in health care delivery

to women. The results have been mixed, but women
have achieved some progress. A notable example is the
Women’s Health Initiative (WHI), an unprecedented
prospective $625 million study on 165,000 women of
diverse racial and ethnic backgrounds between the ages
of 50 and 79 years of age in large and small communi-
ties nationwide. During the past few years, ORWH has
flourished, using its resources to focus on and publicize
women’ health needs, to support research that concen-
trates on women, and to ensure ways to encourage

womens entry into and retention in research careers.

This Task Force had several fundamental ques-
tions about women’s health, some of which had been
addressed by the Institute of Medicine’s Committee on
the Ethical and Legal Issues Relating to the Inclusion
of Women in Clinical Studies. Because of the lack of
a tracking system to monitor inclusion in 1990, that
committee had difficulty in demonstrating that women
had been understudied or excluded from research.
Nevertheless, the report made it clear that investi-
gators frequently did not report the results of data
analyzed by sex and gender, did not perform any
sex and gender analyses of study results, and did
not recruit adequate numbers of women to support
conclusions regarding the impact of sex and gender

on the observations made.

Several fundamental questions arise, some of

which have not yet been answered satisfactorily.

e Has the exclusion of women from clinical

research affected their health?

We are just beginning to understand and appreci-
ate the differences between men and women in virtually
every system of the body, as well as in the way men
and women experience disease. Differences in drug
metabolism frequently explain women’s vulnerability

to medications that have been tested primarily in men.

For example, one study reports that the treatment of
mild to moderate hypertension in Caucasian women
increased the all-cause death rate by 26 percent, while
lowering all-cause mortality in men by 15 percent.
Another study (SWORD trial on sotalol in the treat-
ment of postmyocardial infarction arrhythmias) was
discontinued because of the increase in mortality

of women in the trial.

* Can research on men be extrapolated to women

without modification?

Investigators consistently assume that infor-
mation they glean from clinical and basic studies
on male subjects can be extrapolated without modi-
fication to women. This traditional assumption was
rarely, if ever, directly tested. It is remarkable that
we have tolerated this “leap of faith” in an otherwise
rigorous research enterprise. In no other area have
we permitted unproven assumptions to be accepted
as fact. We now have enough information about the
differences between males and females to acknowl-
edge the danger of assuming that they are identical.
An excellent example is the way in which men and
women respond to drugs: The working group on
pharmacologic issues has highlighted the differences
between men and women in the cytochrome P450 sys-

tem and the unique role of hormones in drug effects.

* Do government mandated research guidelines to
include women restrict the scientific community
so severely that they compromise the quality and
amount of investigation done? What does it cost
to include women in clinical investigation? If it
is more, will the result be fewer clinical trials and
studies? If so, what will be the impact on the
health of the public?

Some diseases occur more frequently in men
than in women, or during a quite different age or
developmental period. Those factors, as well as the
difficulty in recruiting premenopausal women, have
been cited as impeding clinical investigations that
include both males and females. The scientific com-

munity has defended its reluctance to study women
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directly on the basis of the relatively more constant
physiologic state of males. Complicating the issue is
the cyclic variability of women of reproductive age.
Including younger females in clinical trial populations
would necessitate larger and, therefore, more costly
investigations. Regardless of the assertion that cost
should not be an obstacle to creating an adequate and
accurate protocol, these economic, ethical, moral, and
intellectual issues need public debate and clear guide-
lines. The assumption that studies on men are “good
enough” for women, based on the premise that to be
human is a homogeneous condition, is flawed. We
have not, however, acknowledged the fact that, so

far, our attention has been concentrated on postmeno-
pausal women in the major studies devoted to the
female patient (e.g., the Postmenopausal Estrogen/
Progesterone Intervention [PEPI] study and the WHI).
The unique needs of the premenopausal and pregnant
woman must be considered as well. The vulnerability
of the premenopausal woman, particularly if she is
pregnant, has often been cited as a reason for exclu-
sion from clinical studies and trials of younger females.
This general policy of protectionism, codified in PHS
regulations promulgated by the Office for Protection
from Research Risks (OPRR), characterized FDA and
NIH standards for clinical trial populations from the
1970s until the late 1980s. As a direct result, we have
been left ignorant of much essential first-hand infor-
mation about the female patient and her unique
responses to therapeutic interventions developed

in studies carried out exclusively in men.

The issue of how to describe differences in health
status or outcomes between men and women is fraught
with conceptual difficulty. Should differences — for
example in rates of heart disease, participation in re-
search, or access to specialty services — be attributed
to “sex” or to “gender”? Are the two terms equivalent,
or do they describe conceptually distinct approaches to
understanding difference? Unfortunately, the language
of difference in the biomedical literature is often im-
precise, conflating the two terms, treating them as
virtual synonyms. This imprecise use of language pre-
sented difficulty to the Beyond Hunt Valley working

groups and Task Force and remains a challenge.

Hence, we wish to acknowledge the significance
of the conceptual distinction for women’s health. The
Task Force in no way wishes to imply that straightfor-
ward biological difference, such as that associated with
the action of a particular sex hormone, is an adequate
explanatory model for research on health differences
between men and women. Since confusion is the order
of the day throughout the biomedical literature, it is
impossible within the confines of this report to offer a
definitive clarification. Readers will note that authors
differ in their use of the terms, with some maintaining
a clear distinction between biological versus social or
cultural elements of difference and others using the
terms as virtual synonyms. Ideally, a women’s health
research agenda would recognize the need for studies
on all aspects of differences between men and women,
maintaining the conceptual clarity necessary for high
quality research. During the next 5 years, ORWH will
take on that challenge as well. An excellent conceptual
framework is presented in the section of this report

on sex and gender terminology (see page 15).

BASIS OF REPORT
RECOMMENDATIONS

The chapters of this report present the recom-
mendations of the 1997-1998 Task Force for Beyond
Hunt Valley: Research on Women’s Health for the 21st
Century, appointed by ORWH to determine the most
fruitful and useful directions 