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Goals  for Today

• Understand recent changes to NIH policies and procedures regarding 
inclusion of women, minorities, and individuals across the lifespan in NIH-
funded clinical research

• Review status of Government Accountability Office recommendations 
related to inclusion of women and minorities

• Review FY 2016-FY 2018 data on the inclusion of women and minorities in 
NIH-funded clinical research

• Learn about recent changes to the Federal Policy for the Protection of 
Human Subjects (the Common Rule)
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Timeline of NIH Inclusion Policies

1986

• NIH 
establishes 
policy 
encouraging 
researchers 
to include 
women in 
studies

1993

• PL103-43
requires 
inclusion of 
women and 
minorities in 
NIH clinical 
research

1998

• NIH issues 
policy
requiring 
inclusion of 
children in 
NIH clinical 
research

2015

• NIH issues 
notice
changing 
definition of 
child from 
individuals 
under 21 to 
under 18

2016

• 21st Century 
Cures Act 
includes new 
requirements 
for inclusion 
and reporting 
of 
participants 
based on 
sex/gender, 
race, 
ethnicity and 
age

2017

3 3

• NIH requires
Phase III 
trials report 
results of  
sex/gender, 
race and 
ethnicity 
analyses in 
Clinicaltrials.
gov

2019

• Inclusion 
Across the 
Lifespan 
policy 
requires 
inclusion of 
individuals of 
all ages in 
NIH clinical 
research

https://history.nih.gov/research/downloads/PL103-43.pdf
https://grants.nih.gov/grants/guide/notice-files/not98-024.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-16-010.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-18-014.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-18-116.html
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Requires:

1. NIH convene a workshop on age groupings and exclusions, examine 
inclusion guidelines on age, and publish data on age of participants 

2. NIH assemble participant inclusion data disaggregated by research area, 
condition, and disease categories 

3. Applicable clinical trials must report results of valid analyses by sex/gender 
and race/ethnicity to Clinicaltrials.gov

4/10/2019 4

Presenter
Presentation Notes
Full text of 21st Century Cures Act Requirements available at https://www.congress.gov/bill/114th-congress/house-bill/34
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Inclus ion Acros s  the  Life s pan Works hop
J une  1- 2 , 2017 Be thes da , MD

Purpose:  To discuss the challenges and barriers to including children and older adults in clinical trials and to 
identify strategies that would produce more age-inclusive clinical trials. 

55

Presenter
Presentation Notes
Attendees included over 200 pediatricians, geriatricians, biostatisticians, bioethics experts, clinical trial investigators, patient advocates, journal editors, and professional society representatives.  Presentations opening remarks by Dr. Francis Collins, presentations by Directors of 3 Institutes - NIA, NICHD, and NIMHD, and 3 Offices – ORWH, OBSSR, and OER; and other experts in the field, including NIH and FDA staff and extramural researchers. Presentations detailed evaluations, barriers, gaps, and new data collection reporting requirements.The full list of presentations is below. Opening Remarks Francis Collins, M.D. Ph.D., Director, National Institutes of Health Richard Hodes, M.D., Director, National Institute on Aging (NIA) Diana W. Bianchi, M.D., Director, Eunice Kennedy Shriver National Institute of Child Health and Human Development (NICHD) Presentation: Inclusion of Children in NIH-Funded Clinical Research Diana W. Bianchi, M.D., NICHD Presentation: The Persistent Exclusion of Elderly Patients in Clinical Research. Florence Bourgeois, M.D., Assistant Professor of Pediatrics, Harvard School of Medicine Presentation: Beyond Inclusion – Women and Clinical Trials Janine Clayton, M.D., Director, NIH Office of Research on Women's Health Presentation: Inclusion across the Lifespan: The Importance of Considering Race/Ethnicity and SES. Eliseo J. Pérez-Stable, M.D., Director, National Institute on Minority Health and Health Disparities Presentation:Ethical Considerations when Including Vulnerable Populations in Clinical Trials Christine Grady, Ph.D., Chief, Department of Bioethics, Clinical Center Welcome Marie A. Bernard, M.D., Deputy Director, NIA William Riley, Ph. D., Director, Office of Behavioral and Social Sciences Research, NIH Presentation: Pediatric Product Development, Successes and Challenges Donna Snyder, M.D., Medical Officer, Office of Pediatric Therapeutics, Food and Drug Administration (FDA) Presentation: FDA Guidance on Inclusion of the Elderly in Clinical Studies Robert Temple, M.D., Deputy Director for Clinical Science, Center for Drug Evaluation and Review (CDER), FDA Presentation:Clinical Research Data Collection at the Individual Level Michael S. Lauer, M.D., Deputy Director for Extramural Research, NIH Dawn Corbett, Health Science Policy Analyst, National Institute of Mental Health 
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Inclus ion Acros s  the  Life s pan Policy

• Effective for applications 
submitted for due dates January 
25, 2019 or later

• Requires individuals of all ages 
be included in NIH-funded 
human subjects research unless 
there are scientific or ethical 
reasons not to include them

• Requires submission of 
individual-level participant data 
in progress reports
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Inclus ion Acros s  the  Life s pan: ove rvie w of 
re cipie nt  re quire me nts

7
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Amended Inclus ion of Women and 
Minoritie s  Policy

• Effective for competing 
awards on or after 
December 13, 2017

• Requires applicable NIH-
defined Phase III clinical 
trials report results of 
analyses by sex/gender 
and race/ethnicity to 
Clinicaltrials.gov

https://grants.nih.gov/grants/guide/notice-files/NOT-OD-18-014.html
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GAO Recommendations
1. Make IC-level enrollment data readily available through public means  

CLOSED
2. Examine approaches for aggregating more detailed enrollment data at the 

disease and condition level  OPEN
3. Ensure that program officers have a means of recording their monitoring 

of awardees plans for and progress in conducting analysis of potential sex 
differences  CLOSED

4. On a regular basis, systematically collect and analyze summary data 
regarding awardees’ plans for analysis of potential sex differences OPEN

5. Report on this summary data and analysis in its regular report to Congress 
on the inclusion of women in research  OPEN
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Summary of Inc lus ion Re cords
FYs  2016 - 2018

Table 2-1. Total Inclusion Data Records (IERs) for NIH-Defined Extramural and Intramural Clinical Research 

Fiscal 
Year

Total Inclusion 
Records

Inclusion 
Records with 
Enrollment

US Site 
Inclusion 
Records

Non-US Site 
Inclusion 
Records

Female Only 
Inclusion 
Records

Male Only 
Inclusion 
Records

2016 13,069 11,804 10,741 1,063 1,279 628
2017 14,580 12,932 11,792 1,140 1,419 686
2018 16,209 13,827 12,428 1,399 1,601 763

Table 2-2. Total Inclusion Data Records (IERs) for NIH-Defined Extramural and Intramural Phase III Trials 

Fiscal 
Year

Total 
Inclusion 
Records

Inclusion 
Records with 
Enrollment

US Site 
Inclusion 
Records

Non-US Site 
Inclusion 
Records

Female Only 
Inclusion 
Records

Male Only 
Inclusion 
Records

2016 574 534 413 121 66 32
2017 618 574 440 134 89 27
2018 717 648 493 155 103 30
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NIH Enrollme nt  in Clinica l Re s e a rch by Se x/Ge nde r 
FY2016 to FY2018

53%
45%

2%
FY2016

47%

51%

2%
FY2017

52%44%

4%
FY2018
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NIH- De fine d P has e  3  Enrollme nt  by Se x/Ge nde r
FY2016 to FY2018

66%

33%

1%
FY2016

59%

41%

0%FY2017

63%

37%

0%
FY2018

Presenter
Presentation Notes
For Phase 3 studies (all NIH), female enrollment was over 1.3 million in FY 2016 compared to approximately 710,818 males during the same year. Decreases are seen in FYs 2017 and 2018 after the close of a few large studies.The continued overall Phase 3 female enrollment over 50% is largely due to female-only studies occurring in FYs 2017 and 2018. Excluding single-sex studies, female and male enrollment is similar.
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NIH Clinica l Re s e a rch Enrollme nt  by Race
FY2016 - FY2018
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Presenter
Presentation Notes
Overall enrollment by race from FYs 2016 – 2018 was influenced by the closure of several large studies.For intramural research, a large percentage of participants were within the unknown/not reported race category in FY 2016. In the subsequent years, race was reported for more participants.For extramural research, the closures of studies with high numbers of American Indian/Alaska Native participants and Asian participants in FYs 2016 and 2017 contribute to the observed decreased in participants among these groups.
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NIH Tota l: NIH- De fine d P has e  3  Enrollme nt  by Race
FY2016  - FY2018
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NIH Enrollme nt  in Clinica l Re s e a rch by Ethnic ity
FY2016 - FY2018
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Presenter
Presentation Notes
Ethnicity was unknown/not reported for about 20% of participants overall in FY 2016. Almost half (45%) of participants in intramural research fell within the unknown/not reported ethnicity category.Ethnicity was reported for more participants in NIH-Defined Phase 3 research; the highest unknown/not reported ethnicity occurred in FY 2017 (7.4%).Hispanic enrollment in extramural research was highest in FY 2016 (13.0%) and lowest in FY 2017 (6.9%).Hispanic enrollment in intramural research was lowest in FY 2016 (4.8%) and highest in FY 2017 (6.5%).
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NIH Tota l: NIH- De fine d P has e  III Enrollme nt  by Ethnic ity
FY2016 - FY2018
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What is  the  Common Rule?
• HHS Regulations on Human Research Protections: 45 CFR Part 46
Subpart A – The Common Rule

Subpart B – Pregnant women & fetuses

Subpart C – Prisoners

Subpart D – Children

Subpart E – IRB Regis tration

19
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Revised Common Rule Timeline

January 21, 2017
Revised Common 

Rule published in the 
Federal Register

July 19, 2018
Implementation date; 

institutions allowed to use 3 
burden-reducing provisions

January 21, 2019
Compliance date; 
other provisions 
implemented *

* Compliance date for sIRB review January 2020.  NIH sIRB policy in effect 
for applications submitted for due dates January 25, 2018 or later.

20
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P rovis ions  of the  Revis ed Common 
Rule
• Informed Consent

• Changes to requirements for informed consent forms
• Broad consent option for secondary research
• Eliminating requirement to waive consent for some screening and recruiting activities

• IRB Review
• Removing requirement for IRBs to review grant applications
• Requiring use of a single IRB
• Changes to requirements for continuing review
• Updating and simplifying expedited review

• Definition changes
• Human subjects
• Research

• Expansion of categories of exempt research

More info at https://www.hhs.gov/ohrp/education-and-
outreach/revised-common-rule/index.html

https://www.hhs.gov/ohrp/education-and-outreach/revised-common-rule/index.html
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NIH Implementa tion

• No NIH requirement for IRBs to review grant applications and contract 
proposals

• Posting of clinical trial consent forms
• See https://grants.nih.gov/policy/clinical -trials/informedconsent.htm

• No NIH requirement for certain continuing reviews
• Studies eligible for expedited review
• Studies that have completed interventions

• Changes to exemptions
• Forms, Instructions & Reviewer Guidance Updated

• Using single IRB review

https://grants.nih.gov/policy/clinical-trials/informedconsent.htm
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NOT- OD- 19- 050: NIH Implementa tion 
of Revis ed Common Rule
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NOT- OD- 19- 055: Removal of Requirement 
for IRB Review of Applica tion/P ropos a l



SLIDE | 25

Exempt Human 
Subjects Research

Exemption 1 
addition: Cannot 
adversely impact 
student learning 

of required 
content or 

assessment of 
educators

Exemption 2 
addition: NEW 

concept- limited IRB 
review for privacy/ 

confidentiality when 
identifiable info is 

recorded.

Exemption 4 
expanded:

No longer includes 
only existing 

data/specimens. 
Added HIPAA-

regulated use as 
exempt.

NEW exemptions 7 
and 8. Includes new 

concepts- broad 
consent and limited 

IRB review

8 Exemptions

1 Meets the definition of human subjects research.
Exempt studies involve human subjects research: research involving a living individual about whom 

data or biospecimens are obtained/used/studied/analyzed through interaction/intervention, or 
identifiable, private information is used/studied/analyzed/generated

2 Meets the criteria of one of the following exemptions:

Exemption 1: conducted 
in an educational setting 
using normal educational 

practices*
*Cannot include any other procedures, such 
as collection of clinical data or biospecimens

Exemption 2: uses 
educational tests, surveys, 

interviews, or observations of 
public behavior*

*Limited IRB review may  be required

Exemption 3: uses benign 
behavioral interventions

*Limited IRB review may be required

Exemption 4: involves the 
collection or study of data or 

specimens if publicly 
available or information 

recorded such that subjects 
cannot be identified

Exemption 5: public service 
program or demonstration 

project

Exemption 6: taste and food 
quality

Exemption 7: storage of 
identifiable information or 

biospecimens for secondary 
research use. Broad consent 
is and limited IRB review are 

required.

Exemption 8: secondary 
research use of identifiable 

information or biospecimens. 
Broad consent and limited 
IRB review are required.

For more information see the OER website for Research Involving Human Subjects.
Send questions/comments to OER-HS@nih.gov.

Consider

NIH Requirements:
•HS education
•Inclusion tracking for 
all except 4

45 CFR 46 
Requirements:
•Limited IRB review 
for 7 & 8, and some 
study designs under 
2 & 3.

•Broad consent for 7 
& 8

Cannot involve 
prisoners, unless 
includes a broader 
population that 
happens to include 
prisoners.

Cannot involve 
children in:
•Exemption 2 if 
investigators 
participate in the 
activity being 
observed or includes 
identifiable info. OR 

•Exemption 3.

NEW Exemption 3:
Replaces exemption for 

specific types of 
research on public 

officials & candidates. 
Includes verbal, written 

or audiovisual data. 

Must be brief in 
duration, harmless, 

painless, not physically 
invasive, unlikely to 

have adverse effect or 
be offensive and/or 
embarrassing to the 
subjects. Limited IRB 

review required when 
identifiable info is 

recorded.

Exemption 5 
expanded: 

Includes 
federally 

supported 
research. 

Requires list of 
E5 projects to be 

published.

https://grants.nih.gov/policy/humansubjects.htm
mailto:OER-HS@nih.gov
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Us e  of a  Single  IRB
• Revised Common Rule requires use of a single Institutional Review Board (IRB) as 

of January 20, 2020.

• However, NIH policy already in effect for domestic, multi-site studies:
• Published in NIH Guide and Federal Register: June 21, 2016; revised effective 

date 
• http://grants.nih.gov/grants/guide/notice -files/NOT-OD-16-094.html

• Effective for 
• Competing grant applications

• Application due dates on/after January 25, 2018
• Contract proposals

• Solicitations issued on/after January 25, 2018

26

http://grants.nih.gov/grants/guide/notice-files/NOT-OD-16-094.html
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CONTACT US
WEB
Inclusion of Women and Minorities 
https://grants.nih.gov/grants/funding/women_min/women_min.htm
Inclusion Across the Lifespan
https://grants.nih.gov/grants/funding/lifespan/lifespan.htm
EMAIL

inclusion@mail.nih.gov

https://grants.nih.gov/grants/funding/women_min/women_min.htm
https://grants.nih.gov/grants/funding/lifespan/lifespan.htm
mailto:inclusion@mail.nih.gov
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Additional slides
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P a rtic ipant- Le ve l Data
• De-identified individual-level participant data on sex/gender, race, 

ethnicity, and age at enrollment required in progress reports for 
applications submitted for due dates January 25, 2019 or later
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