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Monitoring Adherenceto the NIH Policy on the I nclusion of Women and
Minorities as Subjectsin Clinical Resear ch

Background

The establishment and implementaion of policies for the inclusion of womenand minoritiesin clinical
research funded by the National Institutes of Health (NIH) hasits originsin the women’ shealth
movement. Followingthe issuance o the report of the Public Hedth Service Tak Force on Women's
Health in 1985, the NIH established a policy in 1986 for the inclusion of women in clinical research.
This policy, which urged the inclusion of women, was first published in the NIH Guide to Grants and
Contractsin 1987. Later that year, minority and ather scientistsat the NIH recognized the need to
address the inclusion of minority popuations. Therefore, in alater 1987 version of the NIH guide, a
policy encouraging the inclusion of minoritiesin clinical studies was first published.

In July 1989, an NIH Memorandum on Inclusion stated that research sol icitations should encourage
inclusion of women and minarities and require arationale if excluded, and that executive secretaries of
scientific review groups should ensure that responsiveness to policy would be addressed and indcated in
summary statements. I1n 1990, the Congressional Caucus for Women'’ slssues requested the U.S. General
Accounting Office (GAO) to conduct an investigation into the implementation of the guidelines for the
inclusion of women by NIH. Thisreport, in Congressional testimony, indicated that the implementation
of the policy for the inclusion of women was slow, not well communicated, that gender analysis was na
implemented, and that the impact of this policy could not be determined. The GAO testimony also
indicated that there were differences in the implementation of the policy recommending the inclusion of
minorities, and that not all Institutesand Centers (ICs) factored adherence to these policiesinto the
scientific merit review.

In order to ensure the policies for inclusion were firmly implemented by NIH, the Congress made what
had previously been policy into Public Law, through a section in theNIH Revitalization Act of 1993
(PL 103-43)", entitled Women and Minorities as Subjectsin Clinical Research. In 1994, the NIH revised
itsinclusion policy to meet this mandate that women and minoritiesmust be included in all of itsclinical
research studies. The Revitalization Act essentially reinforced the existing NIH policies, but with four
major differences:

# that NIH ensure that women and minarities and their subpopulations be included in all

clinical research;

# that women and minorities and their subpopulations be included in Phase Il1 clinical
trials in numbers adequate to allow for valid analyses of differencesin intervention
effect;
that cost is not alowed as an acceptable reason for excluding these groups; and,
that NIH initiate programsand support for outreach efforts to recruit and retain women
and minorities and their subpopulations as perticipants in clinical studies.

#
#

Revised inclusion guidelines deve oped in response to this law were published inthe Federal Register? in
March 1994, and they became effective in September 1994. The result was that NIH could not and
would not fund any grant, cooperative agreement or contract or support any intramural project to be
conducted or funded in Fiscd Year 1995 and thereafter which did not comply with thispolicy. NIH’s
administrative procedures allow consideration of applications through a peer-review system. During
initial peer review, the Scientific Review Group (SRG) evaluates the proposed enrollment of each project



involving human subjeds and determines whether the plan to include women and minority subjectsis
scientifically acceptable. The implementation plan determines that an application may be unacceptable if
it: 1) failsto provide sufficient information about target enrollment; 2) does not adequately justify limited
or lack of inclusion of women ar minorities; or 3) does not realistically address recruitment and retention.
For NIH-defined Phaselll clinical trials, the Scientific Review Group (SRG) also evaluates the
description of plansto conduct analyses, asappropriate, to address differences in the intervention effect
by sex/gender and/or racial/ethnic groups. Applications with unacceptable inclusion plans receive an
unacceptable gender or minority code, resulting in a bar-to-funding. Such clinical research studies
cannot be funded until NIH staff is assured of compliance from the investi gators. This may involve
requiring changes related to study design. Sometimes applicants are able to remedy the deficiencies
found during initial review by providing additional information about the intended enrollment
demographics. Research awards covered by this policy require thegrantee to report annually on
enrollment of women and men, and on the race and ethnicity of research participants so that accrual can
be monitored. Annual progress reports submitted by the grantee contain information on research progress
which includes research participant enrollment, retention, and when available, preliminary and/or final
analyses incl uding by sex/gender and race/ethnicity.

Strategies to ensure that the implementation of theserevised guidelines was uniform across the NIH were
developed through the establishment and deliberations of an NIH Tracking and Inclusion Committee
made up of representatives of the diredors of each of the ICs. ThistransNIH committee, convened by
the Office of Research on Women’s Hedth (ORWH) and co-chaired with asenior IC official, meetson a
regular basis, focusing on consistent and widespread adherence to the NIH guidelines by all the ICs.
Working in collaboration with the Office o Extramural Research (OER), the Office of Intramural
Research (OIR), and other components of the NIH, the ORWH coordinates the activity of devdoping and
establishing data collection and reporting methodol og es to ensure uniform standards and definitionsin
the reporting of data on the participation of women and minority participantsin NIH-funded clinical
research.

To ensure uni versal adherence to the revised inclusion guidelines, in 1994 NIH conducted extensive
training on the revised inclusion guidel ines for more than 1,000 NIH staff members with review,
program, grants management, and/or contract management responsibilities. Additionally, four
publications were distributed to further reinforce adherenceto the revised inclusion guidelines®® NIH
staff, in turn, explained the requirements to applicants, reviewers, and other meambers of the research
community. NIH staff members, reviewers, and applicants received written guidance about the
requirements This guidance outlined, ingreat detail, the circumstances under which it may be acceptable
to use study populations deficient in women or minority participants, pointing out that the justification
must be compelling and the scientific objectives of the research must be maintained. Training was
especially important in response to 1990 GAO findings that an earlier policy was inconsistently applied
and had not been well communicated or understood within the NIH or in the research community.

A variety of outreach activities were initiated to explain the revised policy tothe scientific research
community and to clear up common misunderstandings about the new requirements. Recognizing the
importance of both recruitment and retention of human subject volunteers, NIH issued several articles®'?
and an outreach notebook, entitled Outreach Notebook for the NIH Guidelineson Inclusion of Women
and Minorities as SQubjects in Clinical Research, that outlineselements of outreach processes, offers
practical suggestions, and providesreferences to additional sources of information. The outreach
notebook isavailable onthe Office of Research on Women’s Health Website
http://www4.od.nih.gov/orwh/outreach.pdf. It also includes the full text of the 1994 implementation
guidelines as well as a questions and answers document to provide more detailed policy guidance and
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some of the more comnonly asked questions. The ORWH dso has available afull report of its workshop
on “Recruitment and Retention of Women in Clinical Studies."

In June 1994, the ORWH convened a meeting of Institutional Review Board (IRB) chairsto discuss ther
role in impleamenting the revised policy. In 1996, ORWH reconvened these IRB chars, along with
representative members of the ORWH Recruitment and Retention Task Force, other experts, and
representatives from NIH ICs, to discuss their experiences in inplementing the 1994 guidelines In these
meetings, investigators expressed anumber of lingering concerns, most notably whether it was realistic
for the law to declare that cost is not a factor in designing clinical studies. Participants also raised
questions about inclusion of women of childbearing potential, liability in clinical trials, and barriers to
the recruitment of minority subjects. Other participants, however, noted that their worst fears about the
1994 guidelines did not materialize, in part because NIH focused on scientific considerations when
developing its policy. They reported improved collaboration among institutions and emphasized the
continued need for better outreach and for sharinginformation about effective recruitment strategies.
Many noted the importanceof consideringcommunity concerns, particularly those of minarity
populations who may feel that they are not included in enough research studies or who do not receive
research results after participating in studies.

NIH has moni tored aggregate demographi c data for study populati ons through the existing NIH
computerized tracking system since Fiscal Y ear 1994 and tracking the inclusion of women and minorities
in clinical trials has been implementedin all ICs. The NIH Tracking and Inclusion Committee continues
to work on ways to refine and improve data collection methods and the quality of the data entered by
each IC into this system. Aggregate datais reported annually by Fiscal Year (FY). This report contains
datafor FY 1998 and FY 1999 and FY 2000 datais currently being completed. Tables 1 to 10 provide
aggregate enrollment data far extramural and intramural research protocols funded in FY 1998 and
FY1999. Aggregate ervollment figures FY 1994 - 1997 for women and men and minority groups may be
found on the ORWH website & http://www4.od.nih.gov/orwh/fy97-98trkg.pdf. Following the format of
the aggregate extramural daa tables, the aggregate intramural data for on-site and off-siteresearch
protocols are combined on a singletable rather than separate data tables for on-dte and off-site research
protocols.

Analysis of the FY 1999 inclusion datashows that substantial numbers of both women and minorities
have been included as research subjects in Phaselll clinical trials and other human subject research
studies, in both intramural and extramural programs. During FY 1999, more than 93% of applications
involving human subjects met the inclusion requirements as submitted to the Initial Review Group[see
Table A]. Of the remaining applications, approximately 7% were found to have unacceptable plans for
inclusion at the time they were orignally submitted. Of these, the goplications that were otherwise
considered acoeptable for payment, wererequired to submit an acceptable plan for inclusion prior to
funding [see Table B].

Aggregate enrollment data for extramural Phase Il1 trialsfunded in FY 1999 show that approximatdy
63.3% of the subjects were women. Among minority subjects,* representationin Phase |1l trials[Table 6]
was highest for Black (not Hispanic) subjects (12.6%) and lowest for American Indians/Alaskan Natives
subjects (0.8%). Asian/Pacific Islanders subjects were4.8% of the extramural Phase Il subjects;
Hispanic subjeds were 6.1%; and White (not Hispanic) subjectswere 67.7%. Over six million subjects

'Racial and ethnic categories are i n accord with the Office of Management and Budget (OM B)
Directive No. 15.



were includedin the research for which datawere collectedin the tracking system from among all
extramural research active in FY 1999. This snapshot of aggregate enrdIment datafor FY 1999
extramural studies [Table 6] shows that approximately 61.6% of the subjects were women,
approximately 37.7% were men, and approximately 0.6% werenot identified by sex/gender.

Substantial numbers of women and minorities were also included in NIH intramural studiesin FY 1999
[Table 10]. Approximately 47.3% of intramural subjectswere women and approximately 51.8% were
men. Among minority subjects, representation inintramural studies was highest for Asian/Pacific
Islander subjects (20.5%) and lowest for American Indian/Alaskan native subjects (0.9%). Black - Not
Hispanic subjeds represented approximatdy 4.6% of the subjects; Hispanic subjects 1.7%6; and White
(not Hispanic) subjects represented 67.8% of the intramural research study population. Over two million
subjects were included in the research for which data were collected in the tracking systemfrom among
intramural research activein FY 1999,

A review of intramural inclusion data indicates that theintramural research program is compliant with
the reporting requirements adher ed to by the extramural community and outlined in the NIH
Implementation Guidelineson the Inclusion of Women and Minority Subjectsin Research Studies. The
Clinical Center Medical Executive Committee (MEC) has taken a proactive role in assuring that
investigators conducting clinical research protocolsinthe Clinical Center are trained and compeent in
the conduct of clinical research. To this end, the MEC designed and endorsed the Standardsfor Clinical
Research within the NIH Intramural Research Program. This set of standards, endorsed by the Clinical
Center's Board of Governorsand the NIH Institute Directors, sets forth guidelines for the infrastructure,
training, education and monitoring required for the safe and effective conduct of clinical research and,
the Clinical Center is actively engaged in outreach to minority groups to encourage participation in
intramural clinical research.

Current Activities
Following a Congressional request for an assessment of NIH’ s progress in implementing thel994
guidelines on including women in clinical research, the GAO issued another report in May, 2000, entitled
Women's Health - NIH Has Increased Its Efforts to Include Women in Research®. The conclusions of
this report showed that in the past decade, NIH made significant progress in implementing a strengthened
policy on incl uding women in clinical research and highli ghted severa examples, incl uding:

# NIH issued guidelines to implement the 1993 NIH Revitalization Act and conducted

extensive training for scientists and reviewers,

# the review process for extramural research treats the inclusion of women and minorities
as amatter of scientific merit, affecting a proposal’ s digibility for funding;

# the intramurd research program now implements theinclusion policy;

# NIH maintains a centralized inclusion tracking data systemwhich serves as atool for
monitoring the implementation of the inclusion policy; and

# in fiscal year 1997, more that 62% of participantsin NIH-funded clinical research studies
were women; minority women were also well represented, however, the proportion of
Hispanic women enrolled was below their proportion in the general population.



The GAO report also included two specific recommendations to the Director of NIH to ensure the

following:
#

#

that the requirement be implemented that Phase 111 clinical trials be designed and carried
out to allow for the valid analysis of differences between women and men and
communicate this requirement to applicants as well as requiring peer review groups to
determine whether each proposed Phaselll clinical trial isrequired to have such a study
design, and that summary statements document the decision of the initial reviewers; and

that the NIH staf f who transmit data to the inclusion tracking data system receive
ongoing training on the requirements and pur pose of the system.

Immediately following the release of this report, an NIH Subcommittee Reviewing Inclusion Issueswas
formed, comprised of representatives from several ICs, ORWH, OCER, and OIR, to reexamine NIH’s
system for tracking data on the inclusion of women and minoritiesin clinical research, recommend any
necessary changes to improve the accuracy and performance of the system, and reiterate the NIH policy
(See Appendix J). Four actions resulted to clarify the requirement for NIH-defined Phase 111 clinical
trials to include women and minority groups, if scientifically appropriate, and for analysis of sex/gender
and/or racial/ethnic differences to be planned and conducted by investigators engaged in NIH-funded
research. These included:

#

In October 2001, the NIH Policy and Guidelineson the Inclusion of Women and
Minorities as Subjectsin Clinicd Research and Amended Notice to the Gude for Grants
and Contracts were updated and posted on the Internet with li nks to the ORWH home
page and NIH web page, Inclusion of Women and Minorities Policy Inplementation at:
http://grants.nih.gov/grants/fundingfwomen_min/women_min.htm. These documents
supercede the 1994 Federal Register notice (http://grants.nih.gov/grants/guide/notice-
files'not94-100.html) and the August 2000 notice in theNIH Guide to Grants and
Contracts (http://grants.nih.gov/ grants/ guide/notice-fi leNOT -OD-00-048.html). These
updated versions incorporate the definition of clinicd research as reported in the 1997
Report of the NIH Director’s Pand on Clinical research and the Office of Management and
Budget (OMB) Directive 15 racial and ethnic categories to be used when reporting
population data. They also provide additional guidance on reporting analyses of
sex/gender and racial/ethnic differencesin intervention ef fects f or NIH-defi ned Phase 11
clinical trials (See AppendicesE and F).

In June 2001, clarified thedefinition for Clinical Research as reported in the 1997 Report
of the NIH Director’s Panel on dinical research. NIH adopted the definition of clinical
research as: (1) Patient-oriented research. Research conducted with human subjects (or
on material of human origin such as tissues, specimens and cognitive phenomena) for
which an investigator (or colleague) directly interacts with human subjects. Excluded
from this definition are in vitro studies tha utilize human tissues that cannot be linked to
aliving individual. Patient-oriented research includes: (a) mechanisms of human disease,
(b) therapeutic interventions, (c) clinical trials, and (d) development of new technologes;
(2) Epidemiologic and behavioral studies; and (3) Outcomes research and health services
research http://www.nih.gov/news/crp/97report/execsum.htm

The Office of Management and Budget (OMB) Directive 15 categories for reporting racia

and ethnic population data were incorporated into the updated Guide Notice for Grants and
Contracts. Theprimary difference fromthe previouscategories were: (1) the Higanic
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population are considered an ethnicity and reported separately from other racial data; and
(2) there is a separate racial category for Asian population data and Hawaiian and Pecific
Islander population data (See Appendx G).

On August 2, 2000, an NIH Guide Notice was posted on the Internet with alink to the web
page, Inclusion of Women and Minorities Palicy I mplementation at:
http://grants.nih.gov/grants/fundingwomen_min/women_min.htm. This restated that NIH-
defined Phaselll dinical trials must be designed and conduded in a manrer sufficient to
allow for avalid analysis of whether the variables being studied affected women or
members of minority groups differently than other subjects.

A new term and condition of award statement was developed and applied to awards made
after October 1, 2000 that have NIH-defined Phase 111 clinical trials. This statement
indicates that a description of plansto conduct analyses, as appropriate, by sex/gender
and/or racial/ethnic groups must be included in clinical trial protocols and the results of
subset analyses must be reported to NIH in Progress Reports, Competitive Renewal
Applications (or Contract Renewal SExtensions) andin the required Final Progress Report.

Effective October 1, 2000, language was incorporated in the NIH solicitations for grant
applications and contract proposals [ Program Announcements (PAS), Request far
Applications (RFAS), and Request for Proposals (RFPs)] that stated the requirements for
NIH-defined Phase Il clinical trials clarifying the requirements that: a) all applications or
proposals and/or protocols must provide a description of plans to conduct analyses, as
appropriate, to address differences by sex/gender and/or racial/ethnic groups, including
subgroups if applicable, and b) all invegigators must report accrual, and conduct and report
analyses, as appropriate, by sex/gender and/or racial/ethnic group differences.

Guidelines and instructions for reviewers and Scientific Review Administrators (SRAS)
were developed to emphasize and claify the needto review research proposds that are
classified as NIH-defined Phase I11 clinical trials for both inclusion requirements and issues
related to analyses by sex/gender and/or race/ethnicity. Instructions were developed for the
proper documentation to include in summary statements to address adherence to these
policies (See A ppendix 1)

Following completion of the updated guidelines and instructions, training to enaure compliance with this
policy was provided to NIH program and review dfficials, grants and contracts management staff and
current and prospective research investigators. Since August 2000, several trai ning initiatives have

occurred:

#

As part of an NIH Symposium: Human Subjects Update, the revised policy on inclusion of
women and minorities and therevised NIH Instructions to Reviewers Guidelines for
Evaluating the Inclusion of Women and Minorities as Subjects in Clinical Researchwere
used as the bags for arequired training session for NIH staff in Octaoer 2000. This
symposium focused on the updated human subjects policy and the way in which itwould
be implemented. The training session included a question and answer session that provided
an opportunity to emphasize the importance of the policy and theimportance of reviewer
evaluation of the changes related to valid analysesin Phase Il clinical trials. About 450
were in attendance, 400 viewed the session at satellite centers and another 175 participated
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through videocast. The training materials are permanently archived in the training materials
for NIH steff at:
http://odoerdb2.od.nih.gov/oer/training/esa/human_subjects/esa_ hs_symposum.htm

# An additional training session regarding a Grants Policy Update: Humans and Animals was
held in December, 2000 where several hundred more extramural and intramural researchers
were trained. It included a section regarding the inclusion of human subjectsin clinical
research studies. The training materials may be found at the following web address:
http://odoerdb2.od .nih.gov/oer /training/esa/grants_policy_update/esa_grants_policy_update.htm

# In December 2000, theNIH Tracking and Inclusion Committee held a training session for
al NIH program and grants management gaff to discuss with members of thetechnical
team, data entry and collection issuesregarding the current population tracking system and
IMPAC Il aswell as offer suggestions for the development of the new population tracking
module.

# In July 2001, NIH issued the newly revised Applications for a DHHS Public Health Service
Grant (PHS 398, rev. 5/01). Theinstructions in the PHS 398 (rev. 5/01) describe the
requirements for designing Phaselll clinical trails to provide valid analysis by sex/gender
and race/ethni city. These instructions conti nue to be the most f requently accessed NIH
documents by the research, review, and NIH staff communities.

H In addition, the Questions and Answers section of the Outreach Notebook for the NIH
Guidelines on Inclusion of Women and Minorities as Subjectsin Clinical Researchis
currently being revised and will be published thisfall as Frequently Asked Questions
(FAQs) on the NIH websitefor the inclusion of women and minorities policy
implementation at: http://grants.nih.gov/gants/funding/women_min/women_min.htm as
well as on the ORWH website http://www4.0d.nih.gov/orwh/fy97-98trkg.pdf. These FAQs
are being devel oped and reviewed by members of the Tracking and Inclusion Committee to
provide additional guidance to researchersand NIH staff on implementing the inclusion
policy for women and minoritiesin clinical research, the new reporting requirements for
inclusion data, and information for submitting an application, application submission, peer
review and funding.

Throughout and f ollowing traini ng, Program Officials conti nue to moni tor, veri fy and document at the time
of an award that policy requirements, including sex/gender analysis, ae met and, when annual progress
reports are submitted, they will continue to determine and document whether there is ongoing compliance
with these policy requirements. In addition, Review Officials will introduceand discuss with reviewers the
Guidelines/Instructions for reviewing Phase 11 clinical trials and the requirements for sufficient sample si ze
to conduct valid analyses by sx/gender. When new and continuing applications are deficient in meeting
the policy requirements, grants management and program officials will withhold funding until the Principal
Investigator (Pl) has satisfactorily addressed the policy requirements.

The NIH Subcommittee Reviewing Inclusion Issuesalso collected comments on thetracking system used
prior to 2000 and identified issues relating to data entry, including quality control and the mechanisms of
dataentry. Improvements were recommended for the development of a new electronic database for grant
administration and management which will include a user-friendly computerized information system for
collecting and reporting inclusion data. In preparation for the launch of thenew system, further training of



NIH staff responsible for monitoring and entering population data from NIH-funded investigators, will be
undertaken.
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Table A. Level of Compliance with Inclusion Policy in New Extramural Grant
Applications as Assessed During Scientific Peer Review

Council Dates Jan-95 [May-95 | Aug-95 | Oct-95 | Jan-96 [May-96 | Aug-96 | Oct-96 | Jan-97 |May-97 | Aug-97 | Oct-97

Total Number of Applications Reviewed |(#) 12,886 14,027 424 12,832 12,028]| 12,125 846( 11,760 12,037 12,082 505( 12,402

Number of Applications with Human #)

Subjects 5,101 5,359 162 5,260 4,521 4,676 374 4,653 4,562 4,704 271 4,671

Number (percent) of applications #)

approved by IRG as submitted 4,707 4,986 157 4,914 4,218 4,385 360 4,359 4,250 4,379 259 4,382
(%) | 92.28%( 93.04%| 96.91% | 93.42%| 93.30%| 93.78%| 96.26%| 93.68% | 93.16%| 93.09%| 95.57%| 93.81%

Number (percent) of applications with #)

unacceptable minority inclusion 175 131 1 126 146 115 4 129 134 115 2 104
(%) 3.43%| 2.44%( 0.62%| 2.40%| 3.23%| 2.46%| 1.07%| 2.77%| 2.94%| 2.44%( 0.74%( 2.23%

Number (percent) of applications with #)

unacceptabl e sex/gender inclusion 33 29 2 22 21 23 1 14 17 20 6 20
(%) 0.65%| 0.54%( 1.23%| 0.42%| 0.46%| 0.49%| 0.27%| 0.30%| 0.37%| 0.43%| 2.21%| 0.43%

Number (percent) of applications with

both unacceptableminority AND (#)

sex/gender inclusion 186 213 2 198 136 153 9 151 161 190 4 165
(%)

Total Number (percent) of applications #)

with unacceptable minority inclusion 361 344 3 324 282 268 13 280 295 305 6 269
(%) 7.08%| 6.42%| 1.85%| 6.16%| 6.24%| 5.73%| 3.48%| 6.02%| 6.47%| 6.48%| 2.21%| 5.76%

Total Number (percent) of applications )

with unacceptable sex/gender inclusion 219 242 4 220 157 176 10 165 178 210 10 185
(%) 4.29%|( 4.52%| 2.47%| 4.18%| 3.47%| 3.76%| 2.67%| 3.55%| 3.90%| 4.46%| 3.69%| 3.96%

Total number (percent) unacceptable #)

applicationsas submitted 394 373 5 346 303 291 14 294 312 325 12 289
(%) 7.72%| 6.96%| 3.09%| 6.58%| 6.70%| 6.22%| 3.74%| 6.32%| 6.84%| 6.91%| 4.43%| 6.19%




Table A. Level of Compliance with Inclusion Policy in New Extramural Grant
Applications as Assessed During Scientific Peer Review (continued)

Council Dates Jan-98 [May-98 | Aug-98 | Oct-98 | Jan-99 [May-99 | Aug-99 | Oct-99 | Jan-00 | May-00 [ Aug-00 | Oct-00

Total Number of Applications Reviewed |(#) 11,149 12,918 589( 12,484 12,603 14,340 700( 13,965| 13,195| 14,967 906| 13,716

Number of Applications with Human #)

Subjects 4,252 5,005 295 4,849 4,940 5,603 451 5,560 5,255 6,160 406 5,772

Number (percent) of applications #)

approved by IRG as submitted 3,977 4,705 276 4,530 4,635 5,246 413 5,242 4,967 5,825 390 5,465
(%)| 93.53%]| 94.01%| 93.56% | 93.42%| 93.83%| 93.63%| 91.57%| 94.28%| 94.51% | 94.56% | 96.05% | 94.68%

Number (percent) of applications with #)

unacceptable minority inclusion 114 118 7 120 133 115 20 133 115 119 8 112
(%) 2.68%| 2.36%| 2.37%| 2.47%| 2.69%| 2.05%| 4.43%| 2.39%( 2.18%| 1.93%( 1.97%| 1.94%

Number (percent) of applications with )

unacceptabl e sex/gender inclusion 27 24 3 26 20 28 5 23 30 25 0 28
(%) 0.63%| 0.48%| 1.02%| 0.54%| 0.40%| 0.50%| 1.11%| 0.41%| 0.57%( 0.40%( 0.00%| 0.48%

Number (percent) of applications with

both unacceptableminority AND (#)

sex/gender inclusion 134 158 9 173 152 214 13 162 143 191 16 167
(%)

Total Number (percent) of applications *)

with unacceptable minority inclusion 248 276 16 293 285 329 33 295 258 310 16 279
(%) 5.83%| 5.51%| 5.42%| 6.04%| 5.77%| 5.87%| 7.32%| 5.31%| 4.90%| 5.03%| 3.94%| 4.83%
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Table B. Extramural Awardsthat Required the Lifting of a Bar-To-Funding

Council Dates Jan-95 |May-95 | Aug-95 | Oct-95 | Jan-96 [May-96 [ Aug-96 | Oct-96 | Jan-97 |May-97 | Aug-97 | Oct-97

Total number of awards #) 3,476 3,902 129 3,344 3,548 3,759 228 3,378 3,874 3,958 222 3,817

Number of awards involving human #)

subjects 1,287 1,421 51 1,263 1,260 1,352 92 1,254 1,394 1,470 106 1,401

Number (percent) of awards involving (#)

human subjects that met the inclusion 1,224 1,330 50 1,189 1,178 1,277 89 1,198 1,305 1,374 101 1,324
(%) | 95.10% | 93.60% | 98.04% | 94.14% | 93.49% | 94.45% | 96.74%| 95.53% | 93.62% | 93.47% | 95.28% | 94.50%

Number (percent) of awards where

minority only bar-to-funding was (#

removed by program staff (M_U) 29 26 22 43 29 0 22 38 47 0 24
(%) 2.25%| 1.83%| 0.00%| 1.74%| 3.41%| 2.14% 0.00%| 1.75%| 2.73%| 3.20%| 0.00% 1.71%

Number (percent) of awards where

sex/gender only bar-to-funding was (#

removed by program gaff (G_U) 3 6 3 3 3 0 3 8 5 4 10
(%) 0.23%| 0.42%| 0.00%| 0.24%| 0.24%| 0.22% 0.00%| 0.24%| 0.57%| 0.34%]| 3.77% 0.71%

Number (percent) of awards w here both

minority AND sex/gender bar-to-funding |(#)

was removed by program staff 31 59 1 49 36 43 3 31 43 44 1 43
(%) 2.41%| 4.15%| 1.96%| 3.88%| 2.86%| 3.18% 3.26%| 2.47%| 3.08% | 2.99%( 0.94% 3.07%

Total number (percent) of awards where

minority bar-to-funding was removed by |(#)

program staff 60 85 1 71 79 72 3 53 81 91 1 67
(%) 4.66%| 5.98%| 1.96%| 5.62%| 6.27%| 5.33% 3.26%| 4.23%| 5.81%| 6.19%| 0.94% 4.78%

Total number (percent) of awards where

sex/gender bar-to-funding was removed | (#)

by program staff 34 65 1 52 39 46 3 34 51 49 5 53
(%) 2.64%| 4.57%| 1.96%| 4.12%| 3.10%| 3.40% 3.26% | 2.71%]| 3.66%| 3.33%| 4.72% 3.78%

Total number (percent) of awards where #)

bar-to-funding was removed 63 91 1 74 82 75 3 56 89 96 5 77
(%) 4.90%| 6.40%| 1.96%| 5.86%| 6.51%| 5.55% 3.26%( 4.47%| 6.38%| 6.53%| 4.72% 5.50%
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Table B. Extramural Awardsthat Required the Lifting of a Bar-To-Funding (continued)

Council Dates Jan-98 |May-98 | Aug-98 | Oct-98 [ Jan-99 |May-99 | Aug-99 [ Oct-99 | Jan-00 |May-00 [ Aug-00 [ Oct-00

Total number of awards (#) 3,863 4,363 209 4,019 4,247 4,824 298 4,278 4,415 4,960 307 4,389

Number of awards involving human #)

subjects 1,431 1,594 104 1,442 1,625 1,832 156 1,616 1,633 1,964 129 1,683

Number (percent) of awards involving

human subjects that met the inclusion (#)

requirements assubmitted 1,368 1,524 98 1,370 1,556 1,753 143 1,552 1,582 1,893 124 1,632
(%) | 95.60%| 95.61% | 94.23% | 95.01%| 95.75%| 95.69% | 91.67%| 96.04%| 96.87% | 96.38% | 96.12%| 96.96%

Number (percent) of awards where

minority only bar-to-funding was (#)

removed by program staff (M_U) 30 17 3 30 21 31 5 25 18 27 1 23
(%) 2.10%| 1.07%| 2.88%| 2.08%| 1.29%| 1.69% 3.21%| 1.55%( 1.10%| 1.37%| 0.77% 1.36%

Number (percent) of awards where

sex/gender only bar-to-funding was #)

removed by program gaff (G_U) 9 7 1 8 9 9 2 4 13 7 0 8
(%) 0.63%| 0.44%( 0.96%| 0.55%| 0.55%| 0.49% 1.28%| 0.25%( 0.79%( 0.35%(| 0.00% 0.47%

Number (percent) of awards w here both

minority AND sex/gender bar-to-funding | (#)

was removed by program staff 24 46 2 34 39 39 6 35 20 37 4 20
(%) 1.68%| 2.89%| 1.92%| 2.36%| 2.40%| 2.13% 3.85% | 2.17%| 1.22%| 1.88%| 3.10% 1.18%

Total number (percent) of awards where

minority bar-to-funding was removed by |(#)

program staff 54 63 5 64 60 70 11 60 38 64 5 43
(%) 3.77%| 3.95%| 4.81%| 4.44%| 3.69%| 3.82% 7.05%| 3.71%| 2.32%| 3.25%| 3.87% 2.55%

Total number (percent) of awards where

sex/gender bar-to-funding was removed | (#)

by program staff 33 53 3 42 48 48 8 39 33 44 4 28
(%) 2.31%| 3.32%| 2.88%| 2.91%| 2.95%| 2.62% 5.13%| 2.41%| 2.02%| 2.24%| 3.10% 1.66%

Total number (percent) of awards where #)

bar-to-funding was removed 63 70 6 72 69 79 13 64 51 71 5 51
(%) 4.40%| 4.39%| 5.77%| 4.99%| 4.25%( 4.31% 8.33%| 3.96%| 3.12%| 3.61%| 3.87% 3.03%
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Table C. Inclusion by Sex in All Research Studies
Receiving Funding in FY 1998

Extramural Studies Intramural Studies
Phaselll  Other clinical
trials* research** On-site Off-site
Protocols reporting women only 74 669 96 23
Protocols reporting men only 18 235 59 15
Protocols reporting both women
and men 368 3,730 804 130
Protocols involving men, women
and Unknown*** 38 221 18
Sex composition reported as
Unknown 2 45 12
Protocols reporting men and
Unknown 2 1 1
Protocols reporting women and
Unknown 1 6
Early Stagestudies where
enrollment data has not yet been
collected 75 1,462 136 44
Totals 578 6,369 1,095 243

* According to the NIH Guidelines on the Inclusion of Women and M inorities as Subjects in Clinical Research:, Phase |11
clinical investigations usually involveseveral hundred or more human subjects, for the purpose of evaluating an experimental
intervention in comparison with standard or control intervention or comparing two or more existing treatments.

** Human subject studies that are not Phase Il trials.

*** Many studies may be generic.
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Table C. Inclusion by Sex in All Research Studies
Receiving Funding in FY 1999

Extramural Studies Intramural Studies
Phase Il Other clinical
trials* research** On-site Off-site
Protocols reporting women only 114 774 90 36
Protocols reporting men only 34 294 64 14
Protocols reporting both women
and men 369 4,329 848 155
Protocols involving men, women
and Unknown*** 24 260 26
Sex composition reported as
Unknown 2 57 10
Protocols reporting men and
Unknown 2 6 1
Protocols reporting women and
Unknown 0 8 1
Early Stagestudies where
enrollment data has not yet been
collected 44 1,631 128 69
Totals 589 7,359 I 1,130 312

* According to the NIH Guidelines on the Inclusion of Women and M inorities as Subjects in Clinical Research:, Phase |11
clinical investigations usually involve several hundred or more human subjects, for the purpose of evaluating an experimental
intervention in comparison with standard or control intervention or comparing two or more existing treatments.

** Human subject studies that are not Phase Il trials.

*** Many studies may be generic.
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Examples of Single Sex Extramural Research Studies

Examples of Studies of Selected Protocols That | nclude M ale-Only Human Subj ects

Managing Uncertainty in Advanced Prostate Cancer

Long Term Lithium for Aggressive Conduct Disorder

Dietary Fat Modulation of Androgen Metabolism in Men

Aging and Skeletal Muscle Fatty Acid Metabolism

Nutritional and Hormonal Biomarkers in Prostate Cancer

Head Injury & Alzheimer's Disease

Genetic Epidemiology of Alzheimer's Diseasein Twins

Epidemiology of Male Infertility - Cryptorchidism

Medical Therapy for Benigh Prostatic Hyperplasia (BPH) - Data Coordinating Center
HIV Prevention Intervention for Y oung Men

Managing Uncertainty in Stage B Prostate Cancer

Comprehensive High Blood Pressure (HBP) Care for Y oung Urban Black Men
Serum Albumin, Orthostatic Hypotension in Frail

Psychophysiology of Visibleand Invisible Trauma

Examples of Sudies of Selected Protocols That | nclude Femae-Only Human Subj ects

Divalproex Sodium/Placebo in Bronchopulmonary Dysplasia (BPD)

Hormone Replacement and Metabolic Cardiovascular Risk

Detection of Presymptomatic Al zheimer Disease by functional Magnetic Resonance Imaging (fMRI)
Breastfeeding Services for Low BirthWeight (LBW) Infants-Outcames and Cost
Epidemiology of Osteoporosisin Systemic Lupus Erythematosus (SLE)

Trias of Prevention of Cognitive Declinein Women

Breast Cancer Surveillance in a Defined Population

Diet, Activity and Adolescent Weight Changes

Women's Hedlth Initiative

Cross Ethnic Nursing Study of Weight Management in Women

Women's Estrogen for Stroke Trid (WEST)

Persistence or Transience of HPV Infection in Women

Urine Screening Test to Detect Bacteriuriain Pregnancy

Infant Mortality in Rural Y unnan, China
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Table 1 (1998) Aqaregate Enrollment Data for All Extramural Resear ch Protocols

American Indians

and Alaska Asian and Pacific Black - Not White - Not Other and
Natives Islanders Hispanic Hispanic Hispanic Unknown Total
# % # % # % # % # % # % # %
Female 29,959| 0.7% 803,076 18.5% 660,702| 15.2%| 298,867| 6.9%| 2,330,017| 53.7%]| 216,288| 5.0%| 4,338,909| 67.0%
Male 24,081 1.2% 192,455| 9.2% 341,128| 16.4%| 191,350 9.2%| 1,210,602| 58.1%| 124,463| 6.0%| 2,084,079| 32.2%
Unknown 1,620| 2.8% 7,470 13.0% 2,176| 3.8% 14,909 25.9% 10,092 17.5%( 21,350( 37.1% 57,617 0.9%
Total 55,660 0.9%]| 1,003,001 15.5% | 1,004,006 15.5%| 505,126 7.8%| 3,550,711| 54.8%| 362,101| 5.6%| 6,480,605| 100.0%

Number of Protocols: 6,947

Table2(1999) A

gregate Enrollment Data for All

Extramural Resear ch Protocols

American Indians

and Alaska Asian and Pacific Black - Not White - Not Other and
Natives Islanders Hispanic Hispanic Hispanic Unknown Total
# % # % # % # % # % # % # %
Female 33,991| 0.7% 829,502| 18.2% 653,412 14.4%| 313,065 6.9%| 2,468,041 54.2% | 254,403 5.6%|( 4,552,414 61.6%
Male 29,707 1.1% 247,475 8.9% 451,895 16.2%| 221,781| 8.0%| 1,633,898| 58.6%| 202,372 7.3%| 2,787,128 37.7%
Unknown 288| 0.6% 855 1.9% 4,179 9.3% 16,084 35.6% 5,820 12.9%( 17,913| 39.7% 45,139 0.6%
Total 63,986| 0.9%| 1,077,832| 14.6%]| 1,109,486| 15.0%| 550,930 7.5%| 4,107,759| 55.6%| 474,688| 6.4%| 7,384,681| 100.0%

Number of Protocols: 7,948
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Aggregate Enroliment Data for All Extramural Research Protocols

FY 98 Data Table Comments:

More females (4,338,909 or 67.0%) than males (2,084,079 or 32.2%) areenrolled in aggregate Extramural Research pratocols.
Largest identified racial group is White, Not-Hispanic at 54.8%.

Largest identified racial minority groups are Black, Not-Hispanic at 15.5% and Asian/Pacific Islanders & 15.5%.

Smallest identified racial minority group is American Indian/Alaska Natives at 0.9%.

FY 99 Data Table Comments:

More females (4,552,414 or 61.6%) than males (2,787,128 or 37.7) are enrolled in aggregate Extramural Research pratocols.

Largest identified racial group is White, Not-Hispanic at 55.6%.

Largest identified racial minority groups is Black, Not-Hispanic at 15.0%.

Smallest identified racial minority group is American Indian/Alaska Natives at 0.9%.

The large Asian/Pacific Islander accrual reflects a number of NCI-supported epidemiology studies conducted in Asia, Hawaii and
Cadlifornia
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