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PART Il

Supplemental Instructions for Preparing the Protection of
Human Subjects Section of the Research Plan



1. Introduction

A Protection of Human Subjects section of the Research Plan is required for all applications submitted using the
PHS 398 and SF424 (R&R) instructions and forms. The information provided in the section on Protection of
Human Subjects should be consistent with the information provided on the face page of the application.

For all research involving human subjects, the Scientific Review Group (SRG) will assess the adequacy of
protections for research participants against research risks, and the scientifically appropriate inclusion of
women, minorities, and children, based on the information provided in the application.

To assist in preparing the section on Protection of Human Subjects, six possible scenarios are provided in
Section 2 below. All research projects will fall into one of these six scenarios. (To help determine whether
research that involves the use of human data or biological specimens is human subjects research, refer to this
Web site: http://grants.nih.gov/grants/policy/hs/.) Determine which scenario the proposed research falls into,
then go to the specific instructions applicable to that scenario in Section 3. Where appropriate, Section 3
provides instructions on addressing the Inclusion of Women and Minorities, the Planned Enrollment Reports(s),
and the Inclusion of Children. All definitions related to human subjects research are linked to text found in Part
111.3 under Human Subjects Research Definitions and Terms. Section 5 of this Part includes descriptions of and
links to the HHS Human Subjects Protections regulations and NIH policies that apply to clinical research.

Do not use the human subjects section to circumvent the page limit of the Research Strategy.

While this information is written primarily for competing applications, guidance here may also be applicable to
interim progress reports.

2. Scenarios

Scenario A. No Human Subjects Research

If no human subjects research is proposed in the application, you will have designated “No” in response to
Human Subjects Research on the PHS 398 face page (or on the SF424 (R&R) Other Project Information Form).
If your proposed research involves the use of human data and/or biological specimens, you must provide a
justification for your claim that no human subjects are involved in the Protection of Human Subjects section of
the Research Plan.

See the instructions for Scenario A.

Unless you are providing a special justification as described above, no additional information is necessary if no
human subjects are involved.

Scenario B. Non-Exempt Human Subjects Research

If research involving human subjects is anticipated to take place under the award, you will have desighated
“Yes” in response to Human Subjects Research on the PHS 398 face page (or on the SF424 (R&R) Other
Project Information Form where you will have entered your assurance number ). In the Protection of Human
Subjects section of the Research Plan, you must provide sufficient information for reviewers to determine that
the proposed research meets (1) the requirements of the HHS regulations to protect human subjects from
research risks (45 CFR part 46), and (2) the requirements of NIH policies on inclusion of women, minorities,
and children. Research involving a clinical trial will fall under either Scenario E or F below.

See the instructions for Scenario B.

Supplemental Instructions for PHS 398 and SF424 (R&R) -1
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Scenario C. Exempt Human Subjects Research

If all of the proposed human subjects research meets the criteria for one or more of the exemptions from the
requirements in the HHS regulations (46.101(b)), “yes” should be designated in response to Human Subjects
Research as well as Research Exempt on the PHS 398 face page (or Yes should be designated in response to
“Are Human Subjects Involved?” on the SF424 (R&R) Other Project Information Form, the appropriate
exemption number should be checked, and “NA” should be entered for the Human Subject Assurance Number
since no OHRP assurance number is required for exempt research). In the section on Protection of Human
Subjects in the Research Plan (or on the PHS Fellowship Supplemental Form for Fellowship applicants),
provide a justification for the exemption(s) containing sufficient information about the involvement of the
human subjects to allow a determination by peer reviewers and NIH staff that claimed exemption(s) is/are
appropriate.

The PHS will make a final determination as to whether the proposed activities are covered by the regulations or
are in an exempt category, based on the information provided in the Research Plan. When in doubt, consult with
the Office for Human Research Protections (OHRP), Department of Health and Human Services by accessing
their Web site http://www.hhs.gov/ohrp/ for guidance and further information.

The exemptions appear in Part 111 under Human Subjects Research Definitions and Terms.

Unless the research meets the requirements for Exemption 4, the investigator(s) must address the requirements
of NIH policies on the inclusion of women, minorities, and children.

Please note: if the proposed research involves only the use of human data or biological specimens, you should
first determine whether the research involves human subjects. The exemptions do not apply if the research does
not involve human subjects. For help determining whether research that involves the use of human data or
biological specimens is human subjects research, please refer to this Web site:
http://grants.nih.gov/grants/policy/hs/.

See the instructions for Scenario C.

Scenario D. Delayed-Onset Human Subjects Research

If human subjects research is anticipated within the period of the award but plans for involvement of human
subjects cannot be described in the application as allowed by the HHS regulations (45 CFR part 46.118), you
will have designated “Yes” to Human Subjects Research on the PHS 398 face page (or you will have designated
Yes in response to “Are Human Subjects Involved?” on the SF424 (R&R) Other Project Information Form and
entered your OHRP assurance number). In the section on Protection of Human Subjects in the Research Plan (or
on the PHS Fellowship Supplemental Form for Fellowship applicants), you should either include an explanation
of anticipated protections for human subjects or an explanation of why protections cannot be described.

Examples of delayed-onset of human subjects research include:
o Human subjects research is dependent upon the completion of animal or other studies; or

¢ Human subjects research protocols to be included will undergo an independent decision-making process
(often defined by a FOA).

See instructions for Scenario D.

Scenario E. Human Subjects Research Involving a Clinical Trial

If research involving human subjects is anticipated to take place under the award, and you intend to conduct a
clinical trial characterized to include

a) Prospective assignment of human subjects;
b) One or more intervention, and,;

c) Identification of one or more health-related biomedical or behavioral outcomes during the project
period, you will have designated “Yes” in Human Subjects Research on the PHS 398 face page,
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“No” in in response to Research Exempt on the PHS 398 face page, and “Yes” in response to
Clinical Trial on the PHS 398 face page (or you will have designated Yes in response to “Are
Human Subjects Involved?” on the SF424 (R&R) Other Project Information Form, entered your
OHRP assurance number, and checked “Yes” to Clinical Trial on either the PHS 398 Cover Page
Supplement Form or on the PHS Fellowship Supplemental Form).

In the section on Protection of Human Subjects in the Research Plan (or on the PHS Fellowship Supplemental
Form for Fellowship applicants), you must provide sufficient information for reviewers to determine that the
proposed research meets:

1) the requirements of the HHS regulations to protect human subjects from research risks (45 CFER part 46);
2) NIH policy requirements for Data and Safety Monitoring for Clinical Trials;

3) the ClinicalTrials.gov requirements if applicable;

4) the requirements of NIH policies on inclusion of women, minorities, and children; and

5) the requirements of NIH policy on reporting race and ethnicity data for human subjects in NIH-defined
clinical research.

See instructions for Scenario E.

Scenario F. Human Subjects Research Involving an NIH-Defined Phase Il Clinical Trial

If research involving human subjects is anticipated to take place under the award, and you intend to conduct an
NIH-defined Phase 111 clinical trial during the project period, you will have designated “Yes” in response to
Human Subjects Research on the PHS 398 face page, “No” in response to Research Exempt on the PHS 398
face page, and “Yes” in response to NIH-defined Phase 111 Clinical Trial on the PHS 398 face page (or you will
have designated Yes in response to “Are Human Subjects Involved?” on the SF424 (R&R) Other Project
Information Form, entered your OHRP assurance number, and checked “Yes” to Agency-Defined Phase 1lI
Clinical Trial on the PHS 398 Cover Page Supplement Form on the PHS Fellowship Supplemental Form). In
the section on Protection of Human Subjects in the Research Plan (on the PHS Fellowship Supplemental Form
for Fellowship applicants), you must provide sufficient information for reviewers to determine that the proposed
research meets:

1) the requirements of the HHS regulations to protect human subjects from research risks (45 CFER part 46);
2) NIH policy requirements for Data and Safety Monitoring for Clinical Trials;

3) the ClinicalTrials.gov requirements if applicable;

4) the requirements of NIH policies on inclusion of women, minorities, and children;

5) the requirements of NIH policy on reporting race and ethnicity data for subjects in NIH-defined clinical
research; and

6) additional requirements for NIH-defined Phase 11 clinical trials.
See instructions for Scenario F.

3. Instructions for Preparing the Section on Protection
of Human Subjects

Scenario A. No Human Subjects Research Proposed

Criteria
Human Subjects Research No
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Exemption Claimed No
Clinical Trial N/A
NIH-Defined Phase IlI Clinical Trial N/A

Instructions and Required Information

If proposed studies using human data or biological specimens do not involve human subjects, provide an
explanation of why the proposed studies do not constitute research involving human subjects.

In the application narrative for paper PHS398 applications, create a heading labeled “Protection of Human
Subjects” and include the following statement below the heading: “No Human Subjects Research is proposed in
this application” For electronic SF424 (R&R) applications, save this explanation as a .pdf file entitled “Human
Subjects Research.pdf” and attach at the “Protection of Human Subjects” item of the PHS 398 Research Plan
(for K applicants, this is located on the PHS 398 Career Development Award Supplemental Form; for F
applicants, on the PHS Fellowship Supplemental Form — Research Training Plan).

The explanation could include: a description of the source of the data/biospecimens and whether there is any
intervention or interaction with the subjects in order to obtain the specimens and data; what identifiers will be
associated with the human specimens and data and who has access to subject identities; the role(s) of providers
of the data/biological specimens in the proposed research; and the manner by which the privacy of research
participants and confidentiality of data will be protected.

Research that does not involve intervention or interaction with living individuals, or identifiable private
information, is not human subjects research (see Definitions in Part 111.3). Research involving the use of coded
private information or biological specimens may not constitute human subjects research if the conditions of the
OHRP Guidance on Research Involving Coded Private Information or Biological Specimens have been met
(http://www.hhs.gov/ohrp/policy/cdebiol.html).

Research that only proposes the use of cadaver specimens is not human subjects research because human
subjects are defined as “living individuals.” The use of cadaver specimens is not regulated by 45 CFR part 46,
but may be governed by other Federal, State or local laws.

Scenario B. Non-Exempt Human Subjects Research

Criteria

Human Subjects Research Yes
Exemption Claimed No
Clinical Trial No
NIH-Defined Phase 111 Clinical Trial No

Instructions and Required Information
Although no specific page limitation applies to this section of the application, be succinct.

In the application narrative for paper PHS398 applications, create a section entitled “Protection of Human
Subjects” and create a subheading for each of the following items. For electronic SF424 (R&R) applications,
provide the required information as a separate file (for K applicants, the PHS 398 Career Development Award
Supplemental Form; for F applicants, the PHS Fellowship Supplemental Form — Research Training Plan). For
SF 424 (R&R) applications using Forms C application packages, Protection of Human Subjects, Inclusion of
Women and Minorities, and Inclusion of Children remain an upload in the Research Plan Form. However, the
Planned Enrollment Report is now a separate Form in the application package.

Follow the instructions that are identified for each of the following topics and provide the required information:
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Protection of Human Subjects - Section 4.1 - 4.1.4

Inclusion of Women and Minorities - Section 4.2

Planned Enrollment Reports(s) - Section 4.3

Inclusion of Children - Section 4.4
If the research involves collaborating sites or subprojects, provide the information identified above for each
participating site.

Scenario C: Human Subjects Research Claiming Exemption 1, 2, 3,4, 5,0r 6

Criteria

Human Subjects Research Yes

Exemption Claimed 1,2,3,4,50r6
Clinical Trial Yes or No
NIH-Defined Phase 111 Clinical Trial No

Instructions and Required Information

Although no specific page limitation applies to this section of the application, be succinct. The exemptions
appear in Part 111 under Human Subjects Research Definitions and Terms.

Although the research may be exempt from the HHS regulatory requirements, it is still research involving
human subjects and the application must follow the instructions that are identified for each of the following
topics and provide the information that is requested.

In the application narrative for paper PHS398 applications, provide the required information for each of the
following topics below. For electronic SF424 (R&R) applications, provide the required information for each of
the following topics below as a separate file (for K applicants, the PHS 398 Career Development Award
Supplemental Form; for F applicants, the PHS Fellowship Supplemental Form - Research Training Plan). For
SF 424 (R&R) applications using Forms C application packages, Protection of Human Subjects, Inclusion of
Women and Minorities, and Inclusion of Children remain an upload in the Research Plan Form. However, the
Planned Enrollment Report is now a separate Form in the application package.

Protection of Human Subjects - Include the following statement: “This Human Subjects Research falls
under Exemption(s) ...” Clearly identify which exemption(s) (1, 2, 3, 4*, 5, or 6) you are claiming and
justify why the research meets the criteria for the exemption(s) that you have claimed.
If the research will include a clinical trial, characterized to include

a) Prospective assignment of human subjects;

b) One or more intervention, and,

c) Identification of one or more health-related biomedical or behavioral outcomes even if exempt,
include a Data and Safety Monitoring Plan — Section 4.1.5, and address the ClinicalTrials.gov
requirements if applicable — Section 4.1.6.

Inclusion of Women and Minorities - Section 4.2
Planned Enrollment Report(s) - Section 4.3

Inclusion of Children - Section 4.4

*NOTE: If all of the proposed research meets the criteria for Exemption 4, then the requirements for

Supplemental Instructions for PHS 398 and SF424 (R&R) II-5



inclusion of women and minorities, planned enrollment report(s), and inclusion of children, do not need to
be addressed.

Scenario D: Delayed-Onset Human Subjects Research

Criteria

Human Subjects Research Yes
Exemption Yes or No
Clinical Trial Yes or No
NIH-Defined Phase 111 Clinical Trial Yes or No

Instructions and Required Information

In rare situations, applications are submitted with the knowledge that human subjects will be involved during the
period of support, but plans are so indefinite that it is not possible to describe the involvement of human subjects
in the application. The kinds of activities that lack definite plans are often institutional awards where the
selection of specific projects is the institution's responsibility, research training grants, and projects in which the
involvement of human subjects depends upon completion of instruments, animal studies, or purification of
compounds.

If the involvement of human subjects cannot be fully described, create a heading entitled “Protection of Human
Subjects” and provide a detailed explanation why it is not possible to develop definite plans at this time. The
explanation should be specific and directly related to the Specific Aims in the application. If the involvement of
human subjects depends upon information that is not presently available (e.g., completion of instruments, animal
studies, purification of compounds), be explicit about the information and the factors affecting the availability of
the information. Describe the information that will be necessary in order to develop definite plans for the
involvement of human subjects, why that information is not currently available, and when the information is
expected to become available during the course of the project.

If an award is made, prior to the involvement of human subjects the grantee must submit to the NIH awarding
office for prior approval either (1) detailed information as required in the Research Plan, Protection of Human
Subjects (addressing risks to the subjects, adequacy of protection against risks, potential benefits of the proposed
research, importance of the knowledge to be gained, and data and safety monitoring plan if applicable) and
certification of IRB approval, OR (2) if all of the research meets the criteria for one or more exemptions,
identification of which exemption(s) is/are applicable to the research, and a justification for the exemption with
sufficient information about the involvement of human subjects to allow a determination that the claimed
exemption is appropriate. For NIH-defined clinical research, the request for prior approval must also address
plans for the inclusion of women and minorities, the inclusion of children, and provide completed Planned
Enrollment Report(s) as required in the Research Plan.

Under no circumstance may human subjects be involved in research until approval is granted by the awarding
entity, and certification of IRB approval has been accepted by the agency.

In the application narrative for paper PHS398 applications, create a section entitled Protection of Human
Subjects and a subheading for each of the following items. For electronic SF424 (R&R) applications, provide
the required information for each of the following topics below as a separate file (for K applicants, the PHS 398
Career Development Award Supplemental Form; for F applicants, the PHS Fellowship Supplemental Form -
Research Training Plan). For SF 424 (R&R) applications using Forms C application packages, Protection of
Human Subjects, Inclusion of Women and Minorities, and Inclusion of Children remain an upload in the
Research Plan Form. However, the Planned Enroliment Report is now a separate Form in the application
package.
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Follow the instructions that are identified for each of the following topics and EITHER provide as much of the
information that is requested as possible, OR describe why it is not possible to provide the information due to
delayed-onset of human subjects research:

Protection of Human Subjects - Section 4.1 - 4.1.4

If the research will include a clinical trial, characterized to include
a) Prospective assignment of human subjects;
b) One or more intervention, and,;

c) Identification of one or more health-related biomedical or behavioral outcomes, include a Data and
Safety Monitoring Plan - Section 4.1.5, and address the ClinicalTrials.gov requirements if
applicable — Section 4.1.6.

Inclusion of Women and Minorities - Section 4.2
Planned Enrollment Report(s) - Section 4.3

Inclusion of Children - Section 4.4

Scenario E: Clinical Trial

Criteria

Human Subjects Research Yes
Exemption Yes or No
Clinical Trial Yes
NIH-Defined Phase 111 Clinical Trial No

Instructions and Required Information

In the application narrative for paper PHS398 applications, create a section entitled “Protection of Human
Subjects” and include the following statement below the heading: “This Human Subjects Research meets the
definition of a clinical trial.” (See definition of "clinical trial" under Part 111.3.) Create a subheading for each of
the following items below. For electronic SF424 (R&R) applications, provide the required information for each
of the following topics below as a separate file (for K applicants, the PHS 398 Career Development Award
Supplemental Form; for F applicants, the PHS Fellowship Supplemental Form - Research Training Plan). For
SF 424 (R&R) applications using Forms C application packages, Protection of Human Subjects, Inclusion of
Women and Minorities, and Inclusion of Children remain an upload in the Research Plan Form. However, the
Planned Enrollment Report is now a separate Form in the application package.

Follow the instructions that are identified for each of the following topics and provide the required information:
Protection of Human Subjects - Section 4.1 - 4.1.6

Inclusion of Women and Minorities - Section 4.2
Planned Enrollment Report(s) - Section 4.3
Inclusion of Children - Section 4.4

If the research involves collaborating sites or subprojects, provide the information identified above for each
participating site.
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Scenario F: NIH Defined Phase Ill Clinical Trial

Criteria

Human Subjects Research Yes
Exempt No
Clinical Trial Yes
NIH-Defined Phase 111 Clinical Trial Yes

Instructions and Required Information

In the application narrative for paper PHS398 applications, create a section entitled “Protection of Human
Subjects” and include the following statement below the heading: “This Human Subjects Research involves an
NIH-Defined Phase 111 Clinical Trial.” (See definition of "NIH defined Phase Il1 Clinical Trial" in Part
111.3.).Create a subheading for each of the items below. For electronic SF424 (R&R) applications, provide the
required information for each of the following topics below as a separate file (for K applicants, the PHS 398
Career Development Award Supplemental Form; for F applicants, the PHS Fellowship Supplemental Form -
Research Training Plan). For SF 424 (R&R) applications using Forms C application packages, Protection of
Human Subjects, Inclusion of Women and Minorities, and Inclusion of Children remain an upload in the
Research Plan Form. However, the Planned Enrollment Report is now a separate Form in the application
package.

Follow the instructions that are identified for each of the following topics and provide the required information:

Protection of Human Subjects - Section 4.1 - 4.1.6

Inclusion of Women and Minorities - Section 4.2

Additional Instructions and Requirements when NIH-Defined Phase 111 Clinical Trials are Proposed -
Section 4.2.1

Planned Enrollment Report(s) - Section 4.3
Inclusion of Children - Section 4.4

If the research involves collaborating sites or subprojects, provide the information identified above for each
participating site.

4. Instructions Pertaining to Non-Exempt Human
Subjects Research

In your application narrative for paper PHS398 applications, create a section entitled “Protection of Human
Subjects.” For applications using SF 424 (R&R) Forms C application packages, Protections of Human Subjects,
Inclusion of Women and Minorities, and Inclusion of Children remain an upload in the Research Plan Form.
However, the Planned Enrollment Report is now a separate Form in the application package. Although no
specific page limitation applies to this section of the application, be succinct. Scientific Review Groups will
assess each application as being acceptable or unacceptable with regard to the protection of human subjects.
HHS regulations and policies governing human subjects research are described and referenced in Section 5
below. Use subheadings to address the issues listed under items 4.1-4.4 below. If your research includes a
clinical trial, include a subheading "Data and Safety Monitoring Plan" and follow the instructions in 4.2 below.
If your research includes an NIH-Defined Phase I11 Clinical Trial, follow the additional instructions in 4.2.1
below.
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4.1

Protection of Human Subjects

4.1.1 Risks to Human Subjects

a. Human Subjects Involvement, Characteristics, and Design

Describe and justify the proposed involvement of human subjects in the work outlined in the Research
Strategy section.

Describe the characteristics of the subject population, including their anticipated number, age range, and
health status if relevant.

Describe and justify the sampling plan, as well as the recruitment and retention strategies and the
criteria for inclusion or exclusion of any subpopulation.

Explain the rationale for the involvement of special vulnerable populations, such as fetuses, neonates,
pregnant women, children, prisoners, institutionalized individuals, or others who may be considered
vulnerable populations. Note that 'prisoners' includes all subjects involuntarily incarcerated (for
example, in detention centers) as well as subjects who become incarcerated after the study begins.

If relevant to the proposed research, describe procedures for assignment to a study group. As related to
human subjects protection, describe and justify the selection of an intervention’s dose, frequency and
administration.

List any collaborating sites where human subjects research will be performed, and describe the role of
those sites and collaborating investigators in performing the proposed research. Explain how data from
the site(s) will be obtained, managed, and protected.

b. Sources of Materials

Describe the research material obtained from living individuals in the form of specimens, records, or
data.

Describe any data that will be collected from human subjects for the project(s) described in the
application.

Indicate who will have access to individually identifiable private information about human subjects.

Provide information about how the specimens, records, and/or data are collected, managed, and
protected as well as whether material or data that include individually identifiable private information
will be collected specifically for the proposed research project.

c. Potential Risks

Describe the potential risks to subjects (physical, psychological, financial, legal, or other), and assess
their likelihood and seriousness to the human subjects.

Where appropriate, describe alternative treatments and procedures, including the risks and potential
benefits of the alternative treatments and procedures, to participants in the proposed research.

4.1.2 Adequacy of Protection Against Risks

a. Recruitment and Informed Consent

Describe plans for the recruitment of subjects (where appropriate) and the process for obtaining
informed consent. If the proposed studies will include children, describe the process for meeting
requirements for parental permission and child assent.

Include a description of the circumstances under which consent will be sought and obtained, who will
seek it, the nature of the information to be provided to prospective subjects, and the method of
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documenting consent. If a waiver of some or all of the elements of informed consent will be sought,
provide justification for the waiver. Informed consent document(s) need not be submitted to the PHS
agencies unless requested.

b. Protections Against Risk

o Describe planned procedures for protecting against or minimizing potential risks, including risks to
privacy of individuals or confidentiality of data, and assess their likely effectiveness.

o Research involving vulnerable populations, as described in the HHS regulations, Subparts B-D must
include additional protections. Refer to HHS regulations, and OHRP guidance:

0 Additional Protections for Pregnant Women, Human Fetuses and Neonates:
http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.html#subpartb

o Additional Protections for Prisoners:
http://www.hhs.gov/ohrp/humansubjects/quidance/45cfr46.html#subpartc

OHRP Subpart C Guidance: http://www.hhs.gov/ohrp/policy/index.html#prisoners

Additional Protections for Children:
http://www.hhs.gov/ohrp/humansubjects/quidance/45cfr46.html#subpartd

0 OHRP Subpart D Guidance: http://www.hhs.gov/ohrp/policy/index.html#children

o Where appropriate, discuss plans for ensuring necessary medical or professional intervention in the
event of adverse effects to the subjects. Studies that involve clinical trials (See definition of “clinical
trial” under Part 111.3) must include a general description of the plan for data and safety monitoring of
the clinical trials and adverse event reporting to the IRB, the DSMB (if one has been established for the
trial), the NIH and others, as appropriate, to ensure the safety of subjects.

4.1.3 Potential Benefits of the Proposed Research to Human Subjects
and Others

o Discuss the potential benefits of the research to research participants and others.

o Discuss why the risks to subjects are reasonable in relation to the anticipated benefits to research
participants and others.

4.1.4 Importance of the Knowledge to be Gained
¢ Discuss the importance of the knowledge gained or to be gained as a result of the proposed research.

o Discuss why the risks to subjects are reasonable in relation to the importance of the knowledge that
reasonably may be expected to result.

NOTE: Test articles (investigational new drugs, devices, or biologics) including test articles that will be used for
purposes or administered by routes that have not been approved for general use by the Food and Drug
Administration (FDA) must be named. State whether the 30-day interval between submission of applicant
certification to the FDA and its response has elapsed or has been waived and/or whether use of the test article
has been withheld or restricted by the FDA, and/or the status of requests for an Investigational New Drug (IND)
or Investigational Device Exemption (IDE) covering the proposed use of the test article in the Research Plan.

4.1.5 Data and Safety Monitoring Plan
The NIH Data and Safety Monitoring Policy is described and referenced in Section 5.3.

o If the proposed research includes a clinical trial (See definition of “clinical trial” under Part 111.3), create
a heading entitled "Data and Safety Monitoring Plan."
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e Provide a general description of a monitoring plan that you plan to establish as the overall framework
for data and safety monitoring. Describe the entity that will be responsible for monitoring and the
process by which Adverse Events (AEs) will be reported to the Institutional Review Board (IRB), the
DSMB (if one has been established for the trial), the funding I/C, the NIH Office of Biotechnology
Activities (OBA), and the Food and Drug Administration (FDA) in accordance with Investigational
New Drug (IND) or Investigational Device Exemption (IDE) regulations. Be succinct. Contact the FDA
(http://www.fda.gov/) and also see the following Web sites for more information related to IND and
IDE requirements:
http://www.access.gpo.gov/nara/cfr/waisidx_01/21cfr312_01.html (IND)
http://www.access.gpo.gov/nara/cfr/waisidx_01/21cfr812_01.html (IDE)

e The frequency of monitoring will depend on potential risks, complexity, and the nature of the trial,
therefore, a number of options for monitoring trials are available. These can include, but are not limited
to, monitoring by a:

a. PD/PI (required)
Institutional Review Board (IRB) (required)

o

Independent individual/safety officer
Designated medical monitor
Internal Committee or Board with explicit guidelines

- o o o

Data and Safety Monitoring Board (DSMB). NIH specifically requires the establishment of
Data and Safety Monitoring Boards (DSMBs) for multi-site clinical trials involving
interventions that entail potential risk to the participants, and generally for Phase 111 clinical
trials. Although Phase | and Phase |1 clinical trials may also need DSMBs, smaller clinical
trials may not require this oversight format, and alternative monitoring plans may be
appropriate.

e A detailed Data and Safety Monitoring Plan must be submitted to the applicant's IRB and subsequently
to the funding IC for approval prior to the accrual of human subjects. For additional guidance on
creating this Plan see http://grants.nih.gov/grants/guide/notice-filessfNOT-OD-00-038.html.

4.1.6 ClinicalTrials.gov Requirements

Public Law 110-85 (also known as the FDA Amendments Act (FDAAA) of 2007) mandates registration and
results reporting of "applicable clinical trials" in ClinicalTrials.gov. Under the statute these trials generally
include: (1) Trials of Drugs and Biologics: Controlled, clinical investigations, other than Phase 1 investigations,
of a product subject to FDA regulation; and (2) Trials of Devices: Controlled trials with health outcomes, other
than small feasibility studies, and pediatric postmarket surveillance. Review the statutory definition of
applicable clinical trial to identify if registration is required to comply with the law (See PL 110-85, Section
801(a), adding new 42 U.S.C. 282(j)(1)(A)).

NIH encourages registration of ALL clinical trials whether required under the law or not.

Registration is accomplished at the ClinicalTrials.gov Protocol Registration System Information Web site
(http://prsinfo.clinicaltrials.gov/). A unique identifier called an NCT number, or ClinicalTrials.gov registry
number, will be generated during the registration process.

The NIH implementation of FDAAA requires:

o the registration of applicable clinical trials in ClinicalTrials.gov no later than 21 days after the first
subject is enrolled,

o the reporting of summary results information (including adverse events) no later than 1 year after the
completion date for registered applicable clinical trials involving drugs that are approved under section
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505 of the Food, Drug and Cosmetic Act (FDCA) or licensed under section 351 of the PHS Act,
biologics, or of devices that are cleared under section 510k of FDCA, and

o if an “applicable clinical trial” is funded in whole or in part by an NIH grant or cooperative agreement,
grant and progress report forms shall include a certification that the responsible party has made all
required submissions to ClinicalTrials.gov.

For competing new and renewal applications that include applicable clinical trials which require registration and
results reporting under FDAAA, provide the NCT number/s in the human subjects section of the Research Plan
under a section heading entitled ClinicalTrials.gov.

The entity responsible for registering the trial is the “responsible party”. The statute defines the responsible
party as:

(1) the sponsor of the clinical trial (as defined in 21 CFR 50.3)
(http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=50.3), or

(2) the principal investigator of such clinical trial if so designated by a sponsor, grantee, contractor, or awardee
(provided that “the principal investigator is responsible for conducting the trial, has access to and control
over the data from the clinical trial, has the right to publish the results of the trial, and has the ability to meet
all of the requirements” for submitting information under the law) (http://frwebgate.access.gpo.gov/cgi-
bin/getdoc.cgi?dbname=110 cong_public_laws&docid =f:publ085.110.pdf). See PL 110-85, Section
801(a), (adding new 42 U.S.C. 282(j)(1)(A)(ix)).

For the complete statutory definitions of "responsible party" and "applicable clinical trial," refer to Elaboration
of Definitions of Responsible Party and Applicable Clinical Trial.

The signature on the application of the Authorized Organization Representative assures compliance with
FDAAA.

Additional information can be found on the ClinicalTrials.gov Web site
(http://grants.nih.gov/ClinicalTrials_fdaaa/).

4.2 Inclusion of Women and Minorities

Create a section heading entitled "Inclusion of Women and Minorities” and place it immediately following the
“Protection of Human Subjects" section. Although no specific page limitation applies to this section of the
application, be succinct. The NIH Policy on the Inclusion of Women and Minorities in Clinical Research is
described and referenced in Section 5.6. Additional information and guidance can be found at:
http://grants.nih.gov/grants/funding/women_min/women_min.htm.

Scientific Review Groups will assess each application as being acceptable or unacceptable with regard to the
scientifically justified inclusion (or exclusion) based on sex/gender, race, and ethnicity in NIH-defined clinical
research.

In this section of the Research Plan, address, at a minimum, the following four points:

1. Describe the planned distribution of subjects by sex/gender, race, and ethnicity for each proposed study and
complete the format in the Planned Enrollment Report. (Instructions for completing this table are provided
below in Section 4.3.)

Additional guidance for research utilizing existing datasets:

o If using existing datasets or specimens that meet the NIH definition for clinical research and information
about sex/gender, race, and ethnicity is available, this information should be described as with any other
type of study.

o If using existing datasets or specimens that meet the NIH definition for clinical research but without
access to information on the distribution by sex/gender, race, and/or ethnicity, so state and explain the
impact on the goals of the research as part of the rationale that inclusion cannot be described.
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2.

e For an existing dataset or specimens, use the Cumulative Inclusion Enrollment Report rather than the
Planned Enrollment Report. Additional guidance is available under Section 4.3.

Describe the subject selection criteria and rationale for selection of sex/gender, racial, and ethnic group
members in terms of the scientific objectives and proposed study design. The description may include, but is
not limited to, information on the population characteristics of the disease or condition under study.

Provide a compelling rationale for proposed sample specifically addressing exclusion of any sex/gender,
racial, or ethnic group that comprises the population under study (see examples below).

Describe proposed outreach programs for recruiting sex/gender, racial, and ethnic group members as
subjects.

Below are examples of acceptable justifications for the exclusion of:

A

1.

One sex/gender:

One sex/gender is excluded from the study because:

o inclusion of these individuals would be inappropriate with respect to their health;

e the research question addressed is relevant to only one sex/gender;

e evidence from prior research strongly demonstrates no difference between sexes/genders; or

o sufficient data already exist with regard to the outcome of comparable studies in the excluded
sex/gender, and duplication is not needed in this study.

One sex/gender is excluded or severely limited because the purpose of the research constrains the applicant's
selection of study subjects by sex/gender (e.g., uniquely valuable stored specimens or existing datasets are
single sex/gender; very small numbers of subjects are involved; or overriding factors dictate selection of
subjects, such as matching of transplant recipients, or availability of rare surgical specimens).

Sex/gender representation of specimens or existing datasets cannot be accurately determined (e.g., pooled
blood samples, stored specimens, or data-sets with incomplete sex/gender documentation are used), and this
does not compromise the scientific objectives of the research.

Racial and/or ethnic groups or subgroups:

Some racial and/or ethnic groups or subgroups are excluded from the study because:
o inclusion of these individuals would be inappropriate with respect to their health;
e the research question addressed is relevant to only specific racial or ethnic groups;

e evidence from prior research strongly demonstrates no differences between racial or ethnic groups on
the outcome variables;

e aspecific racial or ethnic group(s) study is proposed to fill a research gap; or

e sufficient data already exists with regard to the outcome of comparable studies in the excluded racial or
ethnic groups and duplication is not needed in this study.

Some racial or ethnic groups or subgroups are excluded or poorly represented because the geographical
location of the study has only limited numbers of these groups who would be eligible for the study, and the
investigator has satisfactorily addressed this issue in terms of:

e the size of the study;
e the relevant characteristics of the disease, disorder or condition; or

o the feasibility of making a collaboration or consortium or other arrangements to include representation.
In general, cost is not an acceptable justification for exclusion.
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3. Some racial or ethnic groups or subgroups are excluded or poorly represented because the purpose of the
research constrains the applicant's selection of study subjects by race or ethnicity (e.g., uniquely valuable
cohorts, stored specimens or existing datasets are of limited racial and/or ethnic representation, very small
numbers of subjects are involved, or overriding factors dictate selection of subjects, such as matching of
transplant recipients or availability of rare surgical specimens), and this does not compromise the scientific
objectives of the research.

4. Racial or ethnic origin of specimens or existing datasets cannot be accurately determined (e.g., pooled blood
samples, stored specimens or data sets with incomplete racial and/or ethnic documentation are used) and this
does not compromise the scientific objectives of the research.

4.2.1 Additional Instructions and Requirements When NIH-Defined Phase
[Il Clinical Trials Are Proposed

If the proposed research includes an NIH-Defined Phase 111 Clinical Trial, the section on Inclusion of Women
and Minorities also must address whether clinically important sex/gender, racial, and/or ethnic differences are
expected from the intervention effect. The discussion may include supporting evidence and/or data derived from
animal studies, clinical observations, metabolic studies, genetic studies, pharmacology studies as well as
observational, natural history, epidemiology and/or other relevant studies. The discussion of expected
sex/gender, racial, and ethnic differences in intervention effect must include selection and discussion of one of
the following analysis plans:

¢ Plans to conduct valid analyses to detect significant differences in intervention effect among sex/gender,
racial, and/or ethnic subgroups when prior studies strongly support these significant differences among
subgroups, or

¢ Plans to include and analyze sex/gender, racial, and/or ethnic subgroups when prior studies strongly
support no significant differences in intervention effect between subgroups. (Representation of
sex/gender, racial, and ethnic groups is not required as subject selection criteria, but inclusion is
encouraged.), or

e Plans to conduct valid analyses of the intervention effect in sex/gender, racial, and/or ethnic subgroups
(without requiring high statistical power for each subgroup) when the prior studies neither support nor
negate significant differences in intervention effect among subgroups.

4.3 Instructions for Completing the Enrollment Report(s) for
Sex/Gender, Race, and Ethnicity

The NIH Policy on the Inclusion of Women and Minorities in Clinical Research is described in Part 11, Section
5.6. The NIH Policy on Reporting Race and Ethnicity Data for Subjects in Clinical Research is described and
referenced in Section 5.8.

Instructions for Completing Planned Enrollment Reports

(http://grants.nih.gov/grants/funding/phs398/phs398.html for paper applications SF424 (R&R) Application
Guide for NIH and Other PHS Agencies, Section 5.8 for electronic applications using Forms C)

Investigators are instructed to provide plans for the total number of subjects proposed for the study and to
provide the distribution by sex/gender, racial, and ethnic categories using the Planned Enroliment Report(s).
See below for additional guidance when working with a study(s) involving an existing dataset or specimens.

If the application includes more than one study, provide separate Planned Enrollment Reports for each. Ata
minimum, studies including foreign subjects (even if part of the same study with domestic subjects) must be
reported separately from domestic studies (or studies including domestic subjects). See below for additional
guidance under “Research Conducted with Foreign Participants.”
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When completing each Planned Enrollment Report:
e Provide a unique study title that will facilitate identification of each Planned Enrollment Report.
e Select whether the study involves domestic or foreign subjects.
e Provide the information as numbers of subjects, not percentages.

e The Total Field on the Planned Enrollment Report (bottom right) means the number of subjects that are
expected to be enrolled in the study, consistent with the definition in ClinicalTrials.gov.

e Provide the numeric distribution of individuals on the basis of their sex/gender, ethnicity, and race. Note
that Hispanic/Latino is an ethnic category, not a racial category, and subjects should identify both
ethnicity and race. Subjects are permitted to select more than one race. If the sample is likely to include
individuals who identify with more than one race, they should be accounted for in the “More than one
race” category on the Planned Enrollment Report(s). If including individuals identifying as more than
one race is not expected, enter zeroes in that category.

e Any proposed racial or ethnic subpopulations may be listed in the comment field.

Where to Attach Planned Enrollment Report(s)

For electronic SF424 (R&R) applications using the Forms C package, if your application includes Planned
Enrollment Reports, these will be entered into a structured data form(s). For paper PHS 398 applications, if
your application inclusion includes Planned Enrollment Report(s), these will be inserted after the section
describing plans for the inclusion of women and minorities.

If the application includes a study recruiting subjects at more than one site/location, investigators may create one
Planned Enrollment Report or separate Planned Enrollment Reports (per site), depending on the scientific goals
of the study and whether monitoring of inclusion enrollment would benefit from being combined or separated.

If you are preparing a multi-project application, include the Planned Enrollment Report(s) with the component
that involves the study unless otherwise directed by the FOA. Should your study span more than one subproject,
include the Planned Enrollment Report(s) with only one subproject and insert a comment in the comment field
to indicate what other subprojects it is associated with.

For paper PHS398 applications if your application involves subprojects, attach the Planned Enrollment Reports
to the relevant component immediately after the section describing the plans for the inclusion of women and
minorities.

NOTE: It is important that the Planned Enrollment Report(s) for a given study only be associated with one
application and provided only once in a given application. If you are submitting a single application as part of a
network or set of linked applications, please provide the Planned Enrollment Report(s) with the individual site
applications unless otherwise directed by the FOA.

Additional Guidance

For additional guidance and FAQs related to inclusion policy and inclusion data forms, please see:
http://grants.nih.gov/grants/funding/women_min/women_min.htm.

Renewal, Resubmission, and Revision Applications

For Renewal applications, investigators should provide information on cumulative enrollment from the
previous funding period(s) as part of the progress report section of the application. The Cumulative
Inclusion Enrollment Report must be used for reporting actual accrual data to the NIH. Where possible,
include the Study Title that is associated with inclusion data from the previous funding period. If
inclusion enrollment from the previous funding period was reported on separate cumulative inclusion
enrollment reports, provide them in the same way. In addition, if a given study will continue with the
same enrollment or additional enrollment, or if new studies are proposed, provide a new Planned
Enrollment Report for each.
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For Resubmission applications, if Enrollment Report(s) (Planned or Cumulative) were provided in the
initial submission application and those studies will be part of the resubmission application, please
submit again with the revision application, regardless of whether the enrollment has changed or not.
Also, any new (additional) Planned Enrollment Report(s) should be provided.

For Revision applications, investigators should provide a Planned Enrollment Report(s) if new studies
are planned as part of the Revision and they meet the NIH definition for clinical research.

Research Conducted with Existing Datasets

Any application (New, Renewal, Resubmission, Revision) using existing datasets or specimens that
meet the NIH definition for clinical research, you should complete the Cumulative Inclusion Enroliment
Report(s) rather than the Planned Enrollment Report, even if the entire sample is unknown/not reported.
Please note in the Comment field that you are working with an existing dataset. For additional guidance
on working with existing datasets see:
http://grants.nih.gov/grants/funding/women_min/women_min.htm.

Research Conducted with Foreign Participants

If proposed studies involve foreign participants, investigators are encouraged to design culturally
sensitive and appropriate data collection instruments that allow research participants to self-identify
their racial and/or ethnic affiliation. However when reporting these data to NIH, these items should be
designed in a way that they can be aggregated by the investigator into the OMB-required categories
which are defined in Section 5.8,. Also, the investigator can report on any racial or ethnic
subpopulations or culturally relevant descriptors by listing this information in the comments section of
the Planned Enrollment Report(s). This may be particularly useful when distinctive subpopulations are
relevant to the scientific hypotheses being studied. Also, as previously instructed, foreign and domestic
subjects must be provided on separate Planned Enroliment Report(s) even if part of the same study.

Delayed-Onset Human Subjects Research

If the proposed research includes studies that meet the definition for delayed-onset human subjects
research described in Section 2, Scenario D in the Human Subjects section of the instructions, and it is
not possible to describe the proposed study and provide planned enrollment on sex/gender, race, and
ethnicity, then enter a comment on the Planned Enrollment Report(s) indicating this is a delayed-onset
study. For study title, you may enter the Project Title along with the words “Delayed Onset Study.” If
you expect that more than one study will be delayed onset, it is acceptable to provide only one Planned
Enrollment Report indicating delayed onset, but you may wish to indicate in the comments section of
the Planned Enrollment Report that more than one study is anticipated under this scenario.

4.4 Inclusion of Children

The NIH Policy on Inclusion of Children is referenced and described in Section 5.7. Instructions for this item of
the Research Plan (for F applicants, the PHS Fellowship Supplemental Form — Research Training Plan) are as
follows:

o Create a section entitled “Inclusion of Children” and place it immediately following the section on the
Inclusion of Women and Minorities.

o For the purpose of implementing these guidelines, a child is defined as an individual under the age of 21
years (for additional information see http://grants.nih.gov/grants/funding/children/children.htm).

o Provide either a description of the plans to include children, including the particular age ranges to be
included, or, if children (or a subset) will be excluded from the proposed research, present an acceptable
justification for the exclusion (see below).
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o If children are included, the description of the plan should include a rationale for selecting a specific age
range of children. The plan also must include a description of the expertise of the investigative team for
working with children at the ages included, of the appropriateness of the available facilities to
accommodate the children, and the inclusion of a sufficient number of children to contribute to a
meaningful analysis relative to the purpose of the study.

e Scientific Review Groups will assess each application as being acceptable or unacceptable with regard
to the age-appropriate inclusion or exclusion of children in the proposed research project.

o When children are involved in research, the Additional Protections for Children Involved as Subjects in
Research (45 CFER part 46 Subpart D) apply and must be addressed under the Protections Against Risk
subheading (4.1.2.b).

Justifications for Exclusion of Children

For the purposes of this policy, all individuals under 21 are considered children; however, exclusion of any
specific age group, such as individuals under 18, should be justified in this section. It is expected that children
will be included in all NIH-defined clinical research unless one or more of the following exclusionary
circumstances apply:

1. The research topic to be studied is not relevant to children.
2. Laws or regulations bar the inclusion of children in the research.

3. The knowledge being sought in the research is already available for children or will be obtained from
another ongoing study, and an additional study will be needlessly redundant. Documentation of other studies
justifying the exclusions should be provided. NIH program staff can be contacted for guidance on this issue
if the information is not readily available.

4. A separate, age-specific study in children is warranted and preferable. Examples include:

a. The condition is relatively rare in children, as compared to adults (in that extraordinary effort would be
needed to include children, although in rare diseases or disorders where the applicant has made a
particular effort to assemble an adult population, the same effort would be expected to assemble a
similar child population with the rare condition); or

b. The number of children is limited because the majority are already accessed by a nationwide pediatric
disease research network; or

c. Issues of study design preclude direct applicability of hypotheses and/or interventions to both adults
and children (including different cognitive, developmental, or disease stages or different age-related
metabolic processes). While this situation may represent a justification for excluding children in some
instances, consideration should be given to taking these differences into account in the study design
and expanding the hypotheses tested, or the interventions planned, to allow inclusion of children rather
than excluding them.

5. Insufficient data are available in adults to judge potential risk in children (in which case one of the research
objectives could be to obtain sufficient adult data to make this judgment). Although children usually should
not be the initial group to be involved in research studies, in some instances, the nature and seriousness of
the illness may warrant their participation earlier based on careful risk and benefit analysis.

6. Study designs are aimed at collecting additional data on pre-enrolled adult study subjects (e.g., longitudinal
follow-up studies that did not include data on children).

7. Other special cases can be justified by the investigator and found acceptable to the review group and the
Institute/Center Director.
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5. Human Subjects Research Policy

Human Subjects Research Policy includes HHS regulations for the protection of human subjects and the
following NIH policies related to human subjects research.

5.1 Protection of Human Subjects

The Department of Health and Human Services (HHS) regulations for the Protection of Human Research
Subjects provide a systematic means, based on established, internationally recognized ethical principles, to
safeguard the rights and welfare of individuals who participate as subjects in research activities supported or
conducted by the HHS. The regulations stipulate that the awardee organization, whether domestic or foreign,
bears responsibility for safeguarding the rights and welfare of human subjects in HHS-supported research
activities. The regulations require that all organizations engaged in nonexempt human subjects research
supported or conducted by the HHS hold a Federalwide Assurance (FWA) with the Office for Human Research
Protections (OHRP), and establish appropriate policies and procedures for the protection of human subjects.
These regulations, 45 CFR part 46, Protection of Human Subjects, are available from OHRP, Department of
Health and Human Services, The Tower Building, 1101 Wootton Parkway, Suite 200, Rockville, MD;
telephone: 1-866-447-4777 (toll-free) or (240) 453-6900; e-mail: ohrp@hhs.gov. In general, OHRP considers
organizations that receive direct support from HHS for the conduct of nonexempt human subjects research to be
engaged in human subjects research. (For more information on whether an institution is engaged in human
subjects research, refer to: http://www.hhs.gov/ohrp/policy/engage08.html). When a research project is
conducted by multiple organizations, each organization that is engaged in nonexempt human subjects research
must hold an FWA and comply with the regulations at 45 CFR 46.

Nonexempt research involving human subjects may only be conducted under an HHS award if the engaged
organization(s) is operating in accord with an approved FWA and provides verification that an Institutional
Review Board (IRB) that is registered under the specific FWA has reviewed and approved the proposed activity
in accordance with the HHS regulations. No award to an individual will be made unless that individual is
affiliated with an assured organization that accepts responsibility for compliance with the HHS regulations.
Foreign applicant organizations must also comply with the provisions of the regulations unless a determination
of equivalent protections is made in accord with 45 CFR 46.101(h).

Under HHS regulations to protect human subjects, certain research areas are exempt. However, if an applicant
makes inappropriate designations of the noninvolvement of human subjects or of exempt categories of research,
this may result in delays in the review of an application or an application not being reviewed. The PHS will
make a final determination as to whether the proposed activities are covered by the regulations or are in an
exempt category, based on the information provided in the Research Plan. With the exception of research
projects that meet the criteria for Exemption 4, studies that are exempt from the human subjects regulatory
requirements must still address the inclusion of women, minorities, and children in the study design.

Regulations of the Food and Drug Administration (21 CFR 50, 21 CFR 56) generally apply to biomedical
research involving an unapproved drug, device or biologic and may apply to certain studies of approved
products. Additional information on FDA regulations is available at
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/cfrsearch.cfm. If work falls under FDA's regulatory
requirements, the grantee must follow both HHS and FDA human subject protection regulations.

The National Institutes of Health Guidelines for Research Involving Recombinant DNA Molecules (NIH
Guidelines) apply to all projects (NIH-funded and non NIH-funded) involving recombinant DNA molecules that
are conducted at or sponsored by an institution that receives NIH support for recombinant DNA research. See
Part 111, 2.9. Research Involving Recombinant DNA, including Human Gene Transfer Research.

Federal requirements to protect human subjects apply to most research on human specimens (such as cells,
blood, and urine), residual diagnostic specimens, and medical information. Research involving existing data,
documents, records, pathological specimens, diagnostic specimens, or tissues that are individually identifiable is
considered “research involving human subjects.” The NIH Office of Extramural Research Human Subjects Web
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site contains additional information and Frequently Asked Questions to help investigators understand how these
federal requirements apply to their research. See: http://grants.nih.gov/grants/policy/hs/index.htm.

The HHS regulations require the NIH to evaluate all applications and proposals involving human subjects
(http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.html#46.120). This independent evaluation is
conducted at the NIH through the peer review system and NIH staff review, and, as required, will take into
consideration the risks to the subjects, the adequacy of protection against these risks, the potential benefits of the
research to the subjects and others, and the importance of the knowledge gained or to be gained. On the basis of
this evaluation, the NIH may approve or disapprove the application or proposal, or enter into negotiations to
develop an approvable one.

5.2 Vulnerable Populations

Investigators who conduct research involving pregnant women, human fetuses and neonates, prisoners (or
subjects who become prisoners after the research has started), or children, must follow the provisions of the
regulations in Subparts B, C, and D of 45 CFR part 46, respectively. The subparts describe the additional
protections required for conducting research involving these populations. Relevant information may be obtained
at the OHRP Web site (http://www.hhs.gov/ohrp/policy/index.html).

Exemptions 1-6 do not apply to research involving prisoners or subjects who become prisoners (see Subpart C).
Although Exemptions 1 and 3-6 apply to research involving children (see Subpart D), Exemption 2 can only be
used for research involving educational testing or observations of public behavior when the investigator(s) do
not participate in the activities being observed.

5.3 Data and Safety Monitoring Plans for Clinical Trials

For each proposed clinical trial (See definition of “clinical trial” under Part 111.3), NIH requires a data and safety
monitoring plan that describes oversight and monitoring to ensure the safety of participants and the validity and
integrity of the data. The level of monitoring should be commensurate with the risks and the size and complexity
of the clinical trial. Prior to the accrual of human subjects, a detailed data and safety monitoring plan must be
submitted to the applicant’s IRB and to the funding entity for approval. Adverse Events must be reported to the
IRB, the NIH funding Institute or Center, and other appropriate offices or agencies. This policy requirement is in
addition to any monitoring requirements imposed by 45 CER part 46. NIH policy specifically requires the
establishment of a Data and Safety Monitoring Board (DSMB) for multi-site clinical trials involving
interventions that entail potential risk to the participants, and generally for Phase Il clinical trials. See also Part
111, 2.1 Human Subjects Research.

5.4 IRB Approval

NIH does not require certification of IRB approval of the proposed research prior to NIH peer review of an
application. See http://grants.nih.gov/grants/quide/notice-files/NOT-OD-00-031.html.

Following NIH peer review, applicants and their institutions will be notified of the need for review and approval
of the proposed research by an IRB that is registered under the institutional assurance with OHRP. See
http://www.hhs.gov/ohrp/ to register an IRB. Certification of IRB approval must be sent to the Grants
Management Office through eRA Commons the Just-in-Time module (Part I11, Section 1.7). Certification of
IRB review and approval must include: the PHS application number, title of the project, name of the program
director /principal investigator, date of IRB approval, and appropriate signatures. Grantees may also use the
optional form “Protection of Human Subjects - Assurance Identification/IRB Certification/Declaration of
Exemption (Common Rule)” (OMB Form No. 0990-0263
http://www.hhs.gov/ohrp/assurances/forms/of310.pdf) to meet this requirement.

According to OHRP policy, in general an institution is considered to be engaged in human subjects research
when it receives an NIH award to support nonexempt human subjects research. See
http://www.hhs.gov/ohrp/policy/engage08.html. All institutions engaged in human subjects research must obtain
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a Federal Wide Assurance (FWA) from OHRP. Instructions for applying for a Federal Wide Assurance (FWA)
are available from the OHRP Web site at http://www.hhs.gov/ohrp/assurances/index.html.

HHS human subject regulations at 45CFR46.103(f) require that each application for non-exempt HHS-
supported human subject research be reviewed and approved by an IRB (see also
http://www.hhs.gov/ohrp/policy/conditionalapproval2010.html). Only the date of approval of the application
should be submitted to NIH. However, the IRB must ensure that any corresponding protocol(s) are consistent
with the application, and must maintain documentation of IRB approval of all corresponding protocols,
including those reviewed by consortium participants. For multi-site research, the primary grantee is expected to
collect the certification from each subrecipient.

Any modifications to the Research Plan in the application, required by either NIH or by the IRB, must be
submitted with follow-up certification of IRB approval to the NIH before the competing award is made. It is the
responsibility of the PD/PI and the applicant organization to submit the follow-up documentation.

If more than a year will have elapsed between the initial IRB review date and the anticipated award date, the
awarding unit staff shall require re-review by the IRB prior to award.

5.5 Required Education in the Protection of Human Research
Participants

NIH requires education on the protection of human research participants for all individuals identified in PHS
applications as senior/key personnel who will be involved in the design or conduct of human subjects research,
before funds are awarded for applications or contract proposals involving human subjects. For information
relating to this requirement, see the following notices http://grants.nih.gov/grants/quide/notice-files/NOT-OD-
00-039.html and http://grants.nih.gov/grants/guide/notice-filessNOT-OD-01-061.html, and Frequently Asked
Questions at: http://grants.nih.gov/grants/policy/hs_educ_fag.htm. Prior to award, applicants will be required to
provide a description of education completed in the protection of human subjects for all senior/key personnel
involved in the design or conduct of human subjects research. Although NIH does not endorse specific
programs, curricula are available and provide guidance or can be modified to provide training in this area. See
http://phrp.nihtraining.com/users/login.php for computer-based training developed by NIH that can be
downloaded at no charge. For information on facilitating education and developing curricula, see
http://www.nih.gov/sigs/bioethics.

5.6 NIH Policy on the Inclusion of Women and Minorities in
Clinical Research

NIH policy requires that women and members of minority groups and their subpopulations be included in all
NIH-supported biomedical and behavioral research projects involving NIH-defined clinical research unless a
clear and compelling rationale and justification establishes to the satisfaction of the funding IC Director that
inclusion is inappropriate with respect to the health of the subjects or the purpose of the research. Exclusion
under other circumstances must be designated by the Director, NIH, upon the recommendation of an IC Director
based on a compelling rationale and justification. Cost is not an acceptable reason for exclusion except when the
study would duplicate data from other sources. Women of childbearing potential should not be routinely
excluded from participation in clinical research. This policy applies to research subjects of all ages.

The inclusion of women and members of minority groups and their subpopulations must be addressed in
developing a research design appropriate to the scientific objectives of the study. The Research Plan should
describe the composition of the proposed study population in terms of sex/gender, race, and ethnicity, and
provide a rationale for selection of subjects. It is important to justify the planned sample on the basis of
sex/gender, race, and ethnicity in the context of the scientific goals of the proposed study(s) with discussion of
the demographics of the population under study and/or who is at risk for the disease/condition. Such a plan
should contain a description of the proposed outreach programs for recruiting women and minorities as
participants. See http://grants.nih.gov/grants/funding/women_min/women_min.htm.
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In addition, as detailed in Section 4.2.1 of these instructions, when conducting an NIH-defined Phase 11 clinical
trial, there are additional requirements and considerations related to valid analysis.

5.7 NIH Policy on Inclusion of Children

Research involving children (see definition of “child”) must comply with the NIH Policy and Guidelines on the
Inclusion of Children in Clinical Research.

NIH policy requires that children (i.e., individuals under the age of 21) must be included in all clinical research,
conducted or supported by the NIH unless there are clear and compelling reasons not to include them.
Therefore, applications proposing clinical research must include a description of plans for including children.
For additional details and guidance, please refer to Part 11, Sections 4.4 and 5.7 of these instructions as well as
http://grants.nih.gov/grants/funding/children/children.htm.

The involvement of children as subjects in research must be in compliance with all applicable subparts of 45
CER part 46 as well as with other pertinent Federal laws and regulations.

IRBs have special review requirements to protect the well-being of children who participate in research. These
requirements relate to risk, benefit, parental/guardian consent, and assent by children, and to research involving
children who are wards of the state or of another institution. The local IRB approves research that satisfies the
conditions set forth in the regulations.

5.8 NIH Policy on Reporting Race and Ethnicity Data for:
Subjects in Clinical Research

The Office of Management and Budget (OMB) defines minimum standards for maintaining, collecting and
presenting data on race and ethnicity for all Federal reporting agencies (including NIH) in OMB Directive 15:
http://www.whitehouse.gov/omb/fedreg_1997standards. The standards were revised in 1997 and include two
ethnic categories (Hispanic or Latino and Not Hispanic or Latino) and five racial categories (American Indian or
Alaska Native, Asian, Black or African American, Native Hawaiian or Other Pacific Islander, and White). The
categories in this classification are social-political constructs and should not be interpreted as being
anthropological in nature. NIH is required to use these definitions to allow comparisons to other federal
databases, especially the census and national health databases. Investigators shall use these categories when
collecting and reporting data on race and ethnicity. The collection of greater detail is encouraged, for example
on racial or ethnic subpopulations. However, any collection that uses more detail must be designed in a way that
data can be aggregated into these minimally required OMB categories. Use self-report or self-identification to
collect this information from subjects by asking two separate questions — one on ethnicity and one on race.
Collect ethnicity information first, followed by the question on race and provide participants with the option to
select more than one racial category. Participants also have the option not to identify. When feasible, NIH
encourages investigators to include information about individuals who select more than one racial category and
consider that data in their analyses. Participants who self-identify with more than one racial category should be
reported to the NIH under the “More than one race” category of the report. See NIH Policy on Inclusion of
Women and Minorities and http://grants.nih.gov/grants/funding/women_min/women_min.htm.

The following definitions apply to the minimum standards for the ethnic and racial categories.

Ethnic Categories:

Hispanic or Latino: A person of Cuban, Mexican, Puerto Rican, South or Central American, or other
Spanish culture or origin, regardless of race. The term, “Spanish origin,” can be used in addition to
“Hispanic or Latino.”

Not Hispanic or Latino

Supplemental Instructions for PHS 398 and SF424 (R&R) 11-21


http://grants.nih.gov/grants/funding/children/children.htm
http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.html
http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.html
http://www.whitehouse.gov/omb/fedreg_1997standards
http://grants.nih.gov/grants/funding/women_min/women_min.htm

Racial Categories:

American Indian or Alaska Native: A person having origins in any of the original peoples of North,
Central, or South America, and who maintains tribal affiliation or community attachment.

Asian: A person having origins in any of the original peoples of the Far East, Southeast Asia, or the Indian
subcontinent including, for example, Cambodia, China, India, Japan, Korea, Malaysia, Pakistan, the
Philippine Islands, Thailand, and Vietnam. (Note: Individuals from the Philippine Islands have been
recorded as Pacific Islanders in previous data collection strategies.)

Black or African American: A person having origins in any of the black racial groups of Africa. Terms
such as “Haitian” or “Negro” can be used in addition to “Black or African American.”

Native Hawaiian or Other Pacific Islander: A person having origins in any of the original peoples of
Hawaii, Guam, Samoa, or other Pacific Islands.

White: A person having origins in any of the original peoples of Europe, the Middle East, or North Africa.

Ethnic/Racial Subpopulations: In addition to OMB ethnic and racial categories, each ethnic/racial group
contains subpopulations that are delimited by geographic origins, national origins, and/or cultural differences. It
is recognized that there are different ways of defining and reporting racial and ethnic subpopulation data. The
subpopulation to which an individual is assigned depends on self-reporting of specific origins and/or cultural
heritage. Attention to subpopulations also applies to individuals who self-identify with more than one race.
These ethnic/racial combinations may have biomedical, behavioral, and/or socio-cultural implications related to
the scientific question under study.

5.9 Research on Transplantation of Human Fetal Tissue

In signing the application Face Page, the Authorized Organization Representative of the applicant organization
certifies that if research on the transplantation of human fetal tissue is conducted, the applicant organization will
make available, for audit by the Secretary, HHS, the physician statements and informed consents required by
section 498A (b)(2) and (c) of the Public Health Service Act, 42 U.S.C. 289¢ (b)(2) and (c), or ensure HHS
access to those records, if maintained by an entity other than the applicant organization.

5.10 Research Using Human Embryonic Stem Cells

In signing the application Face Page, the Authorized Organization Representative of the applicant organization
certifies that if research using human embryonic stem cells is proposed, the applicant organization will identify
hESCs to be used from the NIH Registry (http://stemcells.nih.gov/research/reqgistry/), or, if a specific cell line
cannot be referenced at the time of application, certify that one from the NIH Registry will be used, in accord
with the NIH Guidelines on Human Stem Cell Research (http://stemcells.nih.gov/policy/2009guidelines.aspx).
See http://stemcells.nih.gov/info/Pages/default.asp for additional information on stem cells, Federal policy
statements, and guidelines on federally funded stem cell research.

5.11 ClinicalTrials.gov Requirements

In signing the application Face Page (or for electronic applications, in checking the “I agree” box on line 17 of
the SF424 (R&R) Cover Form), the Authorized Organization Representative of the applicant organization
certifies that if the research is an applicable clinical trial under Public Law 110-85, the applicant organization
will be in compliance with the registration and reporting requirements of Public Law 110-85 (see Part Ill,
Section 2.1.6).
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PART Il

Policies, Assurances, Definitions,
and Other Information



1. Policy

1.1 Applications That Include Consortium/Contractual Facilities
and Administrative Costs
See: http://grants.nih.gov/grants/quide/notice-filessNOT-OD-05-004.html.

NIH policy provides for exclusion of consortium/contractual F&A when determining if an applicant is in
compliance with a direct cost limitation. This policy extends to all applications involving consortium/contractual
facilities and administrative (F&A) costs, regardless of budget amount or budget format (e.g., modular and non-
modular). (See also Notice OD-04-040.)

This policy applies to all solicited and investigator-initiated applications and to all active announcements
(Request for Applications and Program Announcements), regardless of the announcement issue date.

This policy is particularly relevant to all applications that include a limitation on direct costs. While consortium
F&A costs will continue to be requested and awarded, applicants should separate these costs when determining
if a budget exceeds a direct cost limit.

This policy impacts eligibility to submit a modular budget. The modular budget format is used for applications
requesting $250,000 or less in direct costs per year. Consortium/contractual F&A costs are not factored into this
direct cost limit and may be requested in addition to the $250,000.

The policy also impacts applications requesting a budget of $500,000 direct costs or more for any year. These
applications require prior approval from Institute/Center staff; however, the limit is exclusive of any consortium
F&A costs.

The implications of this policy do not affect the Small Business Innovation Research (SBIR) and Small Business
Technology Transfer (STTR) programs since the statutory budget guidelines are based on total costs, not direct
costs.

1.2 Resubmission of Unfunded RFA Applications

The majority of grant applications submitted to NIH each year are investigator-initiated. However, the Institutes
and Centers of NIH also solicit grant applications on specific topics through the use of Requests for
Applications (RFAs). This policy applies to all activity codes that might be solicited via an RFA and to
instances where there is a change in activity code. Unless otherwise noted in a particular FOA, unfunded
applications should be submitted as new applications if the grant applications fall into the following categories:

1. Applications that were originally submitted in response to an RFA and then resubmitted as an investigator-
initiated application.

2. Applications that were originally submitted as investigator-initiated applications and subsequently
resubmitted in response to an RFA.

3. Applications that were originally submitted using one grant activity code and subsequently resubmitted
using a different activity code (for example, an application that was originally an RO1 and is resubmitted as
an R21).

Since an RFA often has special considerations of eligibility, scientific scope, and review criteria, unfunded RFA
applications must be resubmitted as new applications to another FOA. Similarly, a change of activity code (e.g.,
from an RO1 to an R21, or from an R03 to an R01) usually involves a change of eligibility criteria, application
characteristics, dollar limits, or time limits. This also suggests that consideration as a new application is the most
appropriate course. Because the application will be new it will be easier to conform to the new application
requirements, which should be an advantage to the applicant in the review process. Additionally, submission of
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a new application will allow the applicant to benefit fully from the NIH policy that allows an applicant one
resubmission (see http://grants.nih.gov/grants/policy/amendedapps.htm).

NEW APPLICATIONS: The new application must be submitted on the scheduled due dates for new
applications (see http://grants.nih.gov/grants/funding/submissionschedule.htm). Do not include an Introduction
describing the changes and improvements made and do not mark text to indicate the changes. Although the
investigator may still benefit from the previous review, the applicant should not explicitly address reviewers’
comments. The reviewers will not be provided with the previous Summary Statement. The investigator will be
allowed to submit the new application and one resubmission of the application, should that be necessary.

1.3 NIH Policy on Resubmission Applications

See: http://grants.nih.gov/grants/quide/notice-files/NOT-OD-10-140.html,
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-10-080.html,
http://grants.nih.gov/grants/guide/notice-filessyNOT-OD-09-016.html, and
http://grants.nih.gov/grants/quide/notice-filessNOT-OD-09-003.html.

For all original new (i.e., never submitted) and competing renewal applications, NIH will accept only a single
amendment (A1) to the original application. A lengthy hiatus after the initial submission may be marked by
significant advances in the scientific field and the comments of the reviewers may no longer be relevant.
Therefore, a resubmission application must be submitted within 37 months after the date of receipt ("receipt
date") of the initial New, Renewal, or revision application (see NOT-OD-10-140). After 37 months, you may
submit a New application. Any second resubmission will be administratively withdrawn and not accepted for
review.

In the referral process, NIH staff look at all aspects of the application, not just the title and description (abstract).
Requesting review by a different review committee does not affect the implementation of this policy. When
necessary, previous applications are analyzed for similarities to the present one. Thus, identical applications or
those with only minor changes will not be accepted for review.

1.4 Policy on the Acceptance for Review of Unsolicited
Applications That Request $500,000 or More in Direct Costs

Applicants must seek agreement to accept assignment from Institute/Center staff at least six weeks prior to the
anticipated submission of any application requesting $500,000 or more in direct costs for any year. For the
purposes of this policy, the $500,000 limit excludes any consortium F&A costs.

See http://grants.nih.gov/grants/quide/notice-files/NOT-OD-05-004.html.

The NIH supports research projects with large budgets but needs to consider such awards as early as possible in
the budget and program planning process. Regardless of the merit of the application or the budget justification,
unanticipated requests for unusually high amounts of direct costs are difficult for NIH to manage. It is in the best
interest of all parties if applicants anticipating large direct costs contact the appropriate NIH program staff as
early as possible to ensure that an Institute/Center (IC) would be willing to accept the application. If staff is
contacted less than six weeks before submission, there may be insufficient time to make a determination about
assignment prior to the intended submission date. If the requested dollars are significantly greater than
$500,000, then approval should be sought even earlier.

This prior acceptance policy does not apply to applications submitted in response to RFAS or in response to
other Announcements that include specific budgetary limits. Such applications must be responsive to any
budgetary limits specified; however, any specified budgetary limit excludes consortium F&A costs.

PROCEDURES

e An applicant planning to submit a grant application with $500,000 or more in direct costs for any year
(excluding consortium F&A costs) is required to contact in writing or by telephone NIH IC program
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staff. This contact should be made during the development process of the application but no later than
six weeks before the anticipated submission date. If the IC is willing to accept assignment of the
application for consideration of funding, the staff will notify the Center for Scientific Review before the
application is submitted.

e The PD/PI must include a cover letter with the application. That cover letter must identify the program
staff member contacted and the Institute/Center that has agreed to accept assignment of the application.

e An application received without indication of prior staff concurrence and identification of program staff
contacted will not be reviewed. Therefore, NIH strongly encourages applicants to contact appropriate IC
staff at the earliest possible time.

For additional information about this policy, contact the program staff at any Institute/Center. Applicants who
are uncertain about which 1C may have the greatest interest in the research for which support is sought should
contact the NIH CSR Receipt and Referral Office at (301) 435-0715.

SBIR/STTR applicants are NOT required to obtain pre-approval to submit an application if the budget exceeds
$500K in direct costs per year. The $500K Policy does not apply to applications submitted in response to RFAs
or other solicited applications, and SBIR/STTRs are solicited applications. In addition, the budget levels set for
SBIR/STTRs are statutory guidelines, not caps.

However, SBIR/STTR applicants are strongly encouraged to contact Institute/Center Program Staff before
submitting an application in which the budget and/or project period deviates from the statutory guidelines.
While the Phase | and Phase 11 award levels are guidelines that allow for applicants to propose a budget and
project period appropriate for completion of the research project, deviations from the guidelines should be
discussed with appropriate NIH staff listed in the Awarding Component/Agency Contact Information Table
prior to submission of the application.

1.5 Sharing Research Resources

Investigators conducting biomedical research frequently develop unique research resources. NIH considers the
sharing of such unique research resources (also called research tools) an important means to enhance the value
of NIH-sponsored research. Restricting the availability of unique resources can impede the advancement of
further research. Therefore, when these resources are developed with NIH funds and the associated research
findings have been published or after they have been provided to NIH, it is important that they be made readily
available for research purposes to qualified individuals within the scientific community. At the same time NIH
recognizes the rights of grantees and contractors to elect and retain title to subject inventions developed with
federal funding pursuant to the Bayh Dole Act. See the NIH Grants Policy Statement, and the Office of
Extramural Research, Division of Extramural Inventions & Technology Resources (DEITR), Intellectual
Property Policy page: http://inventions.nih.gov.

The adequacy of resource sharing plans is considered by reviewers when a competing application is evaluated.
Reviewers are asked to describe their assessment of the sharing plan(s) in an administrative note, and will not
normally include their assessment in the overall impact/priority score. Program staff are responsible for
overseeing resource sharing policies and for assessing the appropriateness and adequacy of any proposed
resource sharing plans.

1.5.1 Data Sharing Policy

All investigator-initiated applications with direct costs of $500,000 or greater (exclusive of consortium F&A) in
any single year are expected to address data-sharing in their application. Applicants are encouraged to discuss
data-sharing plans with their program contact at the time they negotiate an agreement with the Institute/Center
(IC) staff to accept assignment of their application as described at http://grants.nih.gov/grants/guide/notice-
filessNOT-OD-02-004.html.

Applicants are reminded that agreement to accept assignment of applications $500,000 or greater must be
obtained at least six weeks in advance of the anticipated submission date. Instructions related to the data-sharing
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policy as it is applied to applications and proposals responding to a specific Request for Application (RFA) or
Request for Proposals (RFP) will be described in the specific solicitation. In some cases, other Funding
Opportunity Announcements (FOAs) may request data-sharing plans for applications that are less than $500,000
direct costs in any single year.

NIH recognizes that in some cases data-sharing may be complicated or limited by institutional policies, local
IRB rules, as well as local, state and Federal laws and regulations, including the HIPAA Privacy Rule. The
rights and privacy of individuals who participate in NIH-sponsored research must be protected at all times.
Thus, data intended for broader use should be free of identifiers that would permit linkages to individual
research participants and variables that could lead to deductive disclosure of the identity of individual subjects.
When data-sharing is limited, applicants should explain such limitations in their data-sharing plans.

For SBIR grantees only, under the Small Business Act, SBIR grantees may withhold their data for 4 years after
the end of the award. The Small Business Act provides authority for NIH to protect from disclosure and
nongovernmental use all SBIR data developed from work performed under an SBIR funding agreement for a
period of 4 years after the closeout of either a Phase | or Phase Il grant unless NIH obtains permission from the
awardee to disclose these data. The data rights protection period lapses only upon expiration of the protection
period applicable to the SBIR award, or by agreement between the small business concern and NIH.

For more information on data-sharing, please see: http://grants.nih.gov/grants/ policy/data_sharing/ and the NIH
Final Policy on Sharing Research Data.

1.5.2 Sharing Model Organism Policy

All applications where the development of model organisms is anticipated are expected to include a description
of a specific plan for sharing and distributing unique model organism research resources generated using NIH
funding so that other researchers can benefit from these resources, or state appropriate reasons why such sharing
is restricted or not possible. Model organisms include but are not restricted to mammalian models, such as the
mouse and rat; and non-mammalian models, such as budding yeast, social amoebae, round worm, fruit fly, zebra
fish, and frog. Research resources to be shared include genetically modified or mutant organisms, sperm,
embryos, protocols for genetic and phenotypic screens, mutagenesis protocols, and genetic and phenotypic data
for all mutant strains.

This expectation is for all applications where the development of model organisms is anticipated, regardless of
funding amount.

For additional information on this policy, see the NIH Model Organism for Biomedical Research Web site at:
http://www.nih.gov/science/models/ and NIH Guide Notices OD-04-042:
http://grants.nih.gov/grants/quide/notice-filessNOT-OD-04-042.html, and OD-04-066:
http://grants.nih.gov/grants/quide/notice-filessNOT-OD-04-066.html.

1.5.3 NIH Genomic Data Sharing (GDS) Policy

All applications, regardless of the amount requested, proposing to generate large-scale human or non-human
genomic data (including genome-wide association studies (GWAS), single nucleotide polymorphisms (SNP)
arrays, and genome sequence, transcriptomic, epigenomic, and gene expression data) are expected to provide a
plan for genomic data sharing, or provide an appropriate explanation why genomic data sharing is not possible.
Investigator and institution responsibilities for data submission and access are governed by the NIH Genomic
Data Sharing (GDS) Policy, NIH Guide NOT-OD-14-124. Supplemental Information to the Genomic Data
Sharing Policy provides examples of genomic research projects that are subject to the policy. Investigators
proposing to generate human genomic data from clinical specimens or cell lines collected after the effective date
of the GDS policy are expected to obtain explicit consent for the use and sharing of genomic and phenotypic
data for future research purposes to be shared broadly, even if those specimens or cell lines are de-identified. If
there are compelling scientific reasons to conduct the research with such unconsented specimens the reasons
must be stated in the application. For additional information see the GDS website at http://gds.nih.gov/
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In addition to the information detailed above, grantees are required to submit an Institutional Certification as
part of the Just in Time process (see 1.7 Just-in-Time Policy).

1.6 Inventions and Patents

NIH Grants Policy and Federal law require NIH recipient organizations to promptly report all inventions that are
either conceived or first actually reduced to practice using NIH funding. Invention reporting compliance is
described at http://www.iedison.gov. Grantees are encouraged to submit reports electronically using Interagency
Edison (http://www.iedison.gov). Information from these reports is retained by the NIH as confidential and
submission does not constitute any public disclosure. Failure to report as described at 37 CFR Section 401.14 is
a violation of 35 U.S.C. 202 and may result in loss of the rights of the recipient organization. Inquiries or
correspondence should be directed to Division of Extramural Inventions and Technology Resources, Office
of Policy for Extramural Research Administration, OER, NIH, 6705 Rockledge Dr., Suite 310, MSC 7980,
Bethesda, MD 20892-7980, Telephone: (301) 435-1986.

1.7 Just-In-Time Policy

These procedures allow certain elements of an application to be submitted later in the application process, after
review when the application is under consideration for funding. The standard application elements are listed.
Other program-specific information may also be requested using this procedure. (Applications in response to
RFAs also may be subject to these procedures. The RFA will specify the timing and nature of required
submissions.)

The information eligible for Just-in-Time submission includes:

e Current Other Support (not generally required for Fellowship applicants): See Section 1.8 Other Support
policy information below. Use the sample format provided on the Other Support Format Page (MS
WORD or PDF). For all senior/key personnel, provide details on adjustment of any budgetary,
scientific, or effort overlap if the application is funded.

For Career Development Award applicants, information on all active support for the candidate,
mentor(s), co-mentor(s), and senior/key personnel may be requested by the awarding component prior
to award.

e Certifications:

o Certification of IRB Approval. If the proposed project involves human subjects research,
provide the Federalwide Assurance number (if not previously provided) and the Certification
of IRB Review and Approval of the research proposed in the application, and any IRB
imposed changes. Pending or out-of-date approvals cannot be accepted. IRB approval must
be dated within the last year to be valid. See Part 11.5.4 IRB Approval.

o Verification of IACUC Approval. If the proposed project involves research with live
vertebrate animals, provide the Animal Welfare Assurance number of the applicant
organization (if not previously provided), date of IACUC approval of the research proposed
in the application, and any IACUC-imposed changes. Pending or out-of-date approvals
cannot be accepted. IACUC approval must have been granted within three years to be valid.
See 2.2 Vertebrate Animals.

0 Human Embryonic Stem Cells (hESCs). If the proposed project involves hESCs and the
applicant did not identify an hESC line from the NIH Human Embryonic Stem Cell Registry
in the application, the line(s) may be submitted as an “Other Upload” file.

0 Human Subjects Education Requirement. If the proposed project involves human subjects
research, certification that each person identified as senior/key personnel involved in the
design or conduct of research involving human subjects has completed an educational
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program in the protection of human subjects must be submitted. See Required Education in
the Protection of Human Research Participants in Part I1, 5.5.

0 Genomic Data Sharing Institutional Certification If the proposed project involves a
Genomic Data Sharing plan. The certification form and directions for completing it are
available on the GDS Data Sharing website:
http://gds.nih.gov/Institutional Certifications.html. This certification should be submitted as
an “other Upload” in the eRA Commons Just-in-Time module.

o SBIR Funding Agreement Certification. For SBIR applicants, provide only upon request the
SBIR Funding Agreement Certification described in Section 2.18. This certification is
available in fillable format on the SBIR/Forms website:
http://grants.nih.gov/grants/forms.htm#sbir. This should be submitted as an “Other Upload”
in the eRA Commons Just-in-Time module.

o STTR Funding Agreement Certification. For STTR applicants, provide only upon request
the STTR Funding Agreement Certification described in Section 2.19. This certification is
available in fillable format on the SBIR/Forms website:
http://grants.nih.gov/grants/forms.htm#sbir. This should be submitted as an “Other Upload”
in the eRA Commons Just-in-Time module.

e Other Information Requested by the Awarding IC: Additional JIT information (i.e., revised budgets,
changes to the human subjects, or vertebrate animal sections of the application) may be requested by
NIH Institutes and/or Centers on a case-by-case basis. These should be submitted as an “Other Upload”
file.

Applicants will be notified (primarily by e-mail) when Just-in-Time information is needed. This notification is
not a Notice of Award nor should it be construed to be an indicator of possible funding. Applicants should only
submit this information when requested. In some circumstances the GMO may ask for information in addition to
the descriptions above. Information must be submitted electronically using the Just-in-Time feature in the eRA
Commons. For information on the Commons see: https://commons.era.nih.gov/ commons/index.jsp.

The requirement for applicants to verify the accuracy and validity of all administrative, fiscal, and programmatic
information extends to information submitted through the Just-in-Time process. Applicants are responsible for
promptly notifying NIH of any substantive changes to previously submitted Just-in-Time information up to the
time of award. This includes items such as Other Support changes that could lead to budgetary overlap,
scientific overlap, or commitment of effort greater than 12 person-months for the PD/PI(s) or any Senior/Key
Personnel; or any changes in the use or approval of vertebrate animals or human subjects. Similar to the NIH
public policy requirements, applicants are responsible for establishing and maintaining the necessary processes
to monitor its compliance and informing NIH of any problems or concerns. Failure to address changes to Just-
in-Time submissions prior to award does not diminish the applicant’s responsibility to address changes post-
award by submitting a prior approval request to NIH.

1.8 Other Support

Do not submit information on Other Support with the application beyond that required in the biographical sketch.
See 1.7 Just-in-Time Policy.

Information on Other Support is required for all applications that are to receive grant awards, except Program
Directors, training faculty and other individuals involved in the oversight of training grants. NIH will request
complete and up to date information from applicants at an appropriate time after peer review. The
Institute/Center scientific program and grants management staff will review this information prior to award.

Do not confuse Research Support with Other Support, they are distinctly different. As part of the biosketch
section of the application, Research Support highlights your accomplishments, and those of your colleagues, as
scientists. This information will be used by the reviewers in the assessment of each individual’s qualifications
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for a specific role in the proposed project, as well as to evaluate the overall qualification of the research team. In
contrast, Other Support information is required for all applications that are selected to receive grant awards and
includes detailed financial information. NIH staff will request complete and up-to-date “other support”
information after peer review. This information will be used to check that the proposed research is not already
funded through other sources.

Information on Other Support is also required in the progress report for all senior/key personnel, excluding
consultants, when there has been a change in active other support. Other support is not required in progress
reports for Program Directors, training faculty and other individuals involved in the oversight of training grants.

Other Support Policy

Other Support includes all financial resources, whether Federal, non-Federal, commercial or institutional,
available in direct support of an individual’s research endeavors, including but not limited to research grants,
cooperative agreements, contracts, and/or institutional awards. Training awards, prizes, or gifts are not included.

Information on Other Support assists awarding agency staff in the identification and resolution of potential
overlap of support. Overlap, whether scientific, budgetary, or commitment of an individual’s effort greater than
100 percent (i.e., 12 person months), is not permitted. The goals in identifying and eliminating overlap are to
ensure that sufficient and appropriate levels of effort are committed to the project; that there is no duplication of
funding for scientific aims, specific budgetary items, or an individual’s level of effort; and that only funds
necessary to the conduct of the approved project are included in the award.

Budgetary overlap occurs when duplicate or equivalent budgetary items (e.g., equipment, salary) are requested
in an application but are already provided for by another source.

Commitment overlap occurs when a person’s time commitment exceeds 100 percent (i.e., 12 person months),
whether or not salary support is requested in the application. While information on other support is only
requested for senior/key personnel (excluding consultants), no individuals on the project may have commitments
in excess of 100 percent or 12 person months.

Scientific overlap occurs when: (1) substantially the same research is proposed in more than one application or
is submitted to two or more different funding sources for review and funding consideration, or (2) a specific
research objective and the research design for accomplishing that objective are the same or closely related in
two or more applications or awards, regardless of the funding source. Potential scientific overlap is to be
addressed by the SRG only by its identification in an Administrative Note in the Summary Statement.

Resolution of Overlap. Resolution of overlap occurs at the time of award in conjunction with applicant
institution officials, the PD/PI, and awarding agency staff.

Other Support Information

Information on Other Support for competing applications should be submitted ONLY when requested by the NIH
Institute/Center (IC).

There is no form page for Other Support. Follow the sample format provided below. The sample is intended to
provide guidance regarding the type and extent of information requested.

Follow the instructions below to complete the other support:

e Other Support for Competing Applications: Information on active and pending Other Support is
required for senior/key personnel, excluding consultants. For individuals with no active or pending
support, indicate “None.” Neither the application under consideration nor the current PHS award for this
project should be listed as Other Support. Do not include Other Support for individuals listed as “Other
Significant Contributors” unless their involvement has changed so that they now meet the definition of
“senior/key personnel.” If the support is provided under a consortium/contractual arrangement or is part
of a multiproject award, indicate the project number, PD/PI, and source for the overall project, and
provide all other information for the subproject only.
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e Other Support for Progress Reports: Information should be submitted only for the PD/PI and for
those individuals considered by the grantee to be key to the project when there has been a change in
active other support. Indicate what the change has been. List the award for which the progress report is
being submitted and include the effort that will be devoted in the next reporting period. Do not include
Other Support for individuals listed as “Other Significant Contributors” unless their involvement has
changed so that they now meet the definition of “senior/key personnel.” Submission of other support
information is not necessary if support is pending or for changes in the level of effort for active support
reported previously.

Instructions for Selected Items

Project Number: If applicable, include a code or identifier for the project.

Source: Identify the agency, institute, foundation, or other organization that is providing the support. Include
institutional, federal, public, and private sources of support.

Major Goals: Provide a brief statement of the overall objectives of the project, subproject, or
consortium/contractual arrangement.

Dates of Approved/Proposed Project: Indicate the inclusive dates of the project as approved/proposed. For
example, in the case of NIH support, provide the dates of the approved/proposed competitive segment.

Annual Direct Costs: In the case of an active project, provide the current year’s direct cost budget. For a
pending project, provide the proposed direct cost budget for the initial budget period.

Percent Effort/Person Months: For an active project, provide the level of actual effort in person months (even if
unsalaried) for the current budget period. Person months should be classified as academic, calendar and/or
summer. For a pending project, indicate the level of effort in person months as proposed for the initial budget
period. In cases where an individual’s appointment is divided into academic and summer segments, indicate the
proportion of each devoted to the project.

Overlap: After listing all support, summarize for each individual any potential overlap with the active or
pending projects and this application in terms of the science, budget, or an individual’s committed effort.

Supplemental Instructions for PHS 398 and SF424 (R&R) -8



Sample Format for Other Support for Competing Applications

Program Director/Principal Investigator:
(Last. first, middle)

For New and Renewal Applications (PHS 398) —- DO NOT SUBMIT UNLESS REQUESTED
PHS 398 OTHER SUPPORT

Provide active and pending suppeort for all senior/key personnel. Other Support includes all financial resources, whether Federal, non-Federal,
commercial or institutional, available in direct support of an individual's research endeavors, including but not limited to research grants,
cooperative agreements, contracts, and/or institutional awards. Training awards, prizes. or gifts do not need to be included.

There is no "form page" for other support. Information on other support should be provided in the formeat shown below, using continuation pages as
necessary. Inciude the principal investigator's name at the top and number consecutively with the rest of the application. The sample below is
intended to provide guidance regarding the type and extent of information requested.

For instructions and information pertaining tothe use of and policy for other support, see Other Support in the Supplemental Instructions, Part 1),
Policies, Assurances, Definitions. and Other Informaticn.

Effort devoted to projects must be measured using person months. Indicate calendar, academic, andfor summer months associated with each project.

Format
NAME OF INDIVIDUAL
ACTIVE/PENDING
Project Number (Principal Investigator) Dates of Approved/Propased Project Person Manrths
Source Annual Direct Costs (Cal/Academic/
Title of Project (or Subproject) Summer)
The majer goals of this project are...
OVERLAP fsummarized for each individual)
Samples
ANDERSON, R.R.
ACTIVE
2 RO1 HL 00000-13 (Anderson) 3/1/1997 — 2/28/2002 3.60 calendar
NIH/NHLBI $186,529

Chloride and Sodium Transport in Airway Epithelial Cells

The major goals of this project are to define the biochemistry of chloride and sodium transport in airway
epithelial cells and clone the gene(s) involved in transport.

5 RO1 HL 00000-07 (Baker) 4/1/1994 - 3/31/2002 1.20 calendar
NIH/NHLBI $122,717
lon Transport in Lungs

The major goal of this project is to study chloride and sodium transport in normal and diseased lungs.
ROOO {(Anderscn) 9/1/1996 — 8/31/2002 1.20 calendar
Cystic Fibrosis Foundation $43,123

Gene Transfer of CFTR to the Airway Epithelium

The major goals of this project are to identify and isolate airway epithelium progenitor cells and express
human CFTR in airway epithelial cells.

PENDING
DCB 950000 (Anderson) 12/01/2002 — 11/30/2004 2.40 calendar
National Science Foundation $82,163

Liposome Membrane Composition and Function

The major goals of this project are to define biochemical properties of liposome membrane components
and maximize liposome uptake into cells.

OMB No. 0925-0001 (Rev. 08/12 Approved Through 8/31/2015) Page Other Support Format Page
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Program Director/Principal Investigator:
(Last, first, middle)

OVERLAP
There is scientific overlap between aim 2 of NSF DCB 950000 and aim 4 of the application under
consideration. If both are funded, the budgets will be adjusted appropriately in conjunction with agency
staff.

RICHARDS, L.
NONE

HERNANDEZ, M.

ACTIVE
5 R0O1 CA 00000-07 (Hernandez) 4/1/1995 — 3/31/2002 3.60 academic
NIH/NCI $110,532
Gene Therapy for Small Cell Lung Carcinoma

The major goals of this project are to use viral strategies to express the normal p53 gene in human SCLC
cell lines and to study the effect on growth and invasiveness of the lines.

5 P01 CA 00000-03 (Chen) 7/1/2000 - 6/30/2002 1.80 academic
NIH/NCI $104,428 (sub only) 3.00 summer
Mutations in p53 in Progression of Small Cell Lung Carcinoma

The major goals of this subproject are to define the p53 mutations in SCLC and their contribution to tumor
progression and metastasis.

BE 00000 (Hernandez) 9/1/1996 - 8/31/2002 1.80 academic
American Cancer Society $86,732
p53 Mutations in Breast Cancer

The major goals of this project are to define the spectrum of p53 mutations in human breast cancer
samples and correlate the results with clinical outcome.

OVERLAP
Potential commitment overlap for Dr. Hernandez between 5 R01 CA 00000-07 and the application under
consideration. If the application under consideration is funded with Dr. Hernandez committed at 3.60
person months, Dr. Hernandez will request approval to reduce her months on the NCI grant.

BENNETT, P.

ACTIVE
Investigator Award (Bennett) 9/1/1999 — 8/31/2002 9.00 calendar
Howard Hughes Medical Institute $581,317

Gene Cloning and Targeting for Neurological Disease Genes
This award supports the Pl's program to map and clone the gene(s) implicated in the development of
Alzheimer's disease and to target expression of the cloned gene(s) to relevant cells.

OVERLAP: None

OMB Neo. 09250001 (Rev. 08/12 Approved Through 8/31/2015) Page Other Support Format Page
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Sample Format for Other Support for Progress Reports

Program Director/Principal Investigator:
(Last, first)

PHS 2590/RPPR OTHER SUPPORT FORMAT PAGE

Submit other support for all new seniorfkey personnel, and updated other support for all senior/key personnel for whom there has been a
change since the last reporting period.

Provide only active support for all new senior'key personnel. Provide updated other supported for all seniorfkey personnel for whom there has been a
change in other suppaort. If & previously active grant has terminated andfor if 8 previously pending grant is now active, update by annotating accordingly.

Other Support includes all financial resources, whether Federal, non-Federal, commercial or institutional, available in direct support of an
individual's research endeavors, including but not limited to research grants, cooperative agreements, contracts, andior institutional awards.
Training awards, prizes, or gifts do not need fo be included. Effort devoted to projects must be reported in person months; indicate calendar, academic,
andfor summer months associated with each project.

Usa the suggested format shown below and continuation pages as necessary. Include the program directoriprincipal investigator name at the top
of the page. The sample format below provides guidance regarding the type and extent of information that shouwld be provided.

Format

NAME OF INDIVIDUAL
ACTIVE/INACTIVE
Project Number or Name (PD/PI name) Dates of Approved/Proposed Project Person Months
Source of Support Annual Direct Costs )
Title of Project or Subproject ﬁiﬁg;““mw

The major goals of this project are. ..
OVERLAP (summarized for each individual)

Examples

NEW SENIOR/KEY PERSONNEL (D.2.b)

BENNETT, P.

ACTIVE
Investigator Award (Bennett) 9/1/2009 — 8/31/2014 6.0 calendar
Howard Hughes Medical Institute 5581,317
Gene Cloning and Targeting for Meurological Disease Genes
This award supports the Pl's program to map and clone the gene(s) implicated in the development of
Alzheimer's disease and to target expression of the cloned gene(s) to relevant cells.

5 R01 HG 000000-07 (Daumier) 3/M1/2006 — 2/28/2015 3.6 calendar
NIH/NHGRI $196,639
Identification of the Risk Factor Genes for Alzheimer's Disease

The major goals of this project are to identify of new Alzheimer's disease genes and predicting Alzheimer's

disease.

(THIS AWARD)

2 R01 HL 000000-14 (Anderson) 3/1/2000 — 2/28/2015 1.2 calendar
MNIH/MHLEI $186,529

Chiloride and Sodium Transport in Airway Epithelial Cells
OVERLAP No Owverlap

RICHARDS, L.
Mo Other Support

OMB Mo. 05925-0001 (Rev. 0812 Approved Through 8/31/2015) Page Other Support Format Page
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Program Director/Principal Investigator:
(Last, first)

CHANGES IN OTHER SUPPORT (D.2.c)

ANDERSON, R.R.

ACTIVE
(THIS AWARD)
2 RO1 HL 000000-14 (Anderson) 3/1/2000 — 2/28/2015 3.6 calendar
NIH/NHLBI $186,529

Chiloride and Sodium Transport in Airway Epithelial Cells

The major goals of this project are to define the biochemistry of chloride and sodium transport in airway
epithelial cells and clone the gene(s) involved in transport.

5 R01 HL 00000-04 (Baker) 4/1/2010 — 3/31/2014 1.2 calendar
MNIH/NHLBI 5122,717
lon Transport in Lungs

The major goal of this project is to study chloride and sodium transport in normal and diseased lungs.
ROO0O0 (Anderson) 9/1/1998 — 8/31/2013 1.2 calendar

Cystic Fibrosis Foundation 543,123
Gene Transfer of CFTR to the Airway Epithelium

The major goals of this project are to identify and isolate airway epithelium progenitor cells and express
human CFTR in airway epithelial cells.

(NEW)
RO1 DK000000-01 (Zimmerman) 9/1/2012 — 8/31/2016 1.2 calendar
NIH/NIDDK $187,265

Cystic Fibrosis Related Diabetes and Lung Function
The major goals of this project are to determine how CFRD contributes to lung function decline.

OVERLAP No Overlap

INACTIVE
DCB 950000 (Anderson) 12/01/2008 — 11/30/2011 2.4 calendar
Mational Science Foundation 582163

Liposome Membrane Composition and Function

The major goals of this project are to define biochemical properties of liposome membrane components
and maximize liposome uptake into cells.

HERNANDEZ, M.

ACTIVE
5 R01 CA 00000-08 (Hermandez) 4/1/2005 — 3/31/2015 3.6 academic
NIH/NCI 110,532 3.0 summer

Gene Therapy for Small Cell Lung Carcinoma

The major goals of this project are to use viral strategies to express the normal p53 gene in human SCLC
cell lines and to study the effect on growth and invasiveness of the lines.

(NEW)

OMB Mo. 05925-0001 (Rev. 0812 Approved Through 8/31/2015) Page Other Support Format Page
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Program Director/Principal Investigator:

(Last, first)
5 P01 CA 00000-02 (Chen) 7/1/2011 — 6/30/2016 1.8 academic
NIH/NCI $104,428 (sub only)

Mutations in p53 in Progression of Small Cell Lung Carcinoma

The major goals of this subproject are to define the p53 mutations in SCLC and their contribution to tumor
progression and metastasis.

BE 00000 (Hermandez) 9/1/1996 — 8/31/2013 1.8 academic
American Cancer Society 586,732
p53 Mutations in Breast Cancer

The major goals of this project are to define the spectrum of p53 mutations in human breast cancer
samples and correlate the results with clinical outcome.

(THIS AWARD)
2 RO1 HL 000000-13 (Anderson) 3/1/2000 — 2/28/2014 0.6 calendar
NIH/NHLBI $186,529

Chiloride and Sodium Transport in Airway Epithelial Cells

OWVERLAP There was scientific overlap between aim 2 of 5 R01 CA 00000-08 and aim 4 of project 2 in 5 P01
CA 00000-02. In conjunction with agency staff, it was decided to remove aim 4 of project 2 from the P01 and
adjust the budget and Pl level of effort accordingly.

OMB No. 0925-0001 (Rev. 0812 Approved Through 8/31/2015) Page Other Support Format Page
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Special Instructions for Joint University and Department of Veterans Affairs (VA)
Appointments

Individuals with joint university and VA appointments may request the university’s share of their salary in
proportion to the effort devoted to the research project. The individual’s salary with the university determines
the base for computing that request. Signature by the Institutional official on the application certifies that: (1) the
individual is applying as part of a joint appointment specified by a formal Memorandum of Understanding
between the university and the VA, and (2) there is no possibility of dual compensation for the same work, or of
an actual or apparent conflict of interest regarding such work. Additional information may be requested by the
awarding component(s).

1.9 Graduate Student Compensation

The maximum amount NIH will award for the support of a graduate student on a research grant or a cooperative
agreement is tied to the National Research Service Award (NRSA) zero-level stipend in effect at the time the
grant award is issued. The schedule for NRSA stipends can be found at http://grants.nih.gov/training/nrsa.htm.
As required by 45 CFR 75.466, the compensation of graduate students supported by research grants must be
reasonable. These operating principles associated with the compensation of students performing necessary work
on NIH funded research projects are described in detail in the NIH Grants Policy Statement at
http://grants.nih.gov/grants/policy. The amount provided for compensation includes salary or wages, fringe
benefits, and tuition remission.

These guidelines apply to graduate students at the grantee institution who are supported by NIH research grants
and cooperative agreements and not to individuals supported by NRSA training grants and fellowships. NIH has
separate appropriations to support research training under the NRSA authorization at Section 487 of the Public
Health Service Act.

The stipends provided to recipients of NRSA support offset the cost-of-living during the period of training and
are not considered equivalent to salaries or other forms of compensation provided to individuals supported on
research grants. Nevertheless, the entry-level postdoctoral NRSA stipend provides a useful benchmark for an
award amount that approximates a reasonable rate of compensation for graduate students. Anticipated
escalations in NRSA stipends (see http://grants.nih.gov/training/nas_report/NIHResponse.htm) in future years
should permit annual increases in the maximum award amount for such individuals.

For all new and competing grant and cooperative agreement awards, the NIH will provide reasonable amounts
for graduate compensation, consistent with the requested budget for the position(s) and up to the currently
effective NRSA zero postdoctoral stipend level. NIH staff will review the compensation requested for graduate
students on competing and cooperative agreement applications for which a detailed budget is submitted. NIH
will neither request nor accept budgets for those applications using a modular budget format solely for the
purpose of reviewing graduate student compensation. However, applicants should use this policy when
estimating the number of modules.

When submitting detailed budgets that request support for a graduate student, grantees are reminded to request
actual institutional-based compensation and to provide information justifying the requested compensation level.
If this information is not provided, NIH staff will obtain this information from the institution's business office
for any request that appears excessive.

NIH Institutes and Centers will review the requested compensation level and, if considered reasonable, will
award the actual amount requested, up to a maximum equal to the NRSA zero level postdoctoral stipend.
Revised budgets submitted solely to adjust requested levels for graduate students will not be accepted.

Institutions may continue to rebudget funds to charge more than the awarded amount provided that OMB cost
principles requiring reasonable compensation are observed. In general, graduate student compensation will not
be considered reasonable if in excess of the amount paid to a first-year postdoctoral scientist at the same
institution performing comparable work.
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1.10 DUNS Number & SAM Registration

All applicant organizations must have a Dun and Bradstreet (D&B) Data Universal Numbering System (DUNS)
number as the Universal Identifier when applying for Federal grants or cooperative agreements. For electronic
SF424 (R&R) and paper-based PHS398 applications, see also instructions in Part | of the application guide. The
DUNS number is a nine-digit number assigned by Dun and Bradstreet Information Services. An AOR should be
consulted to determine the appropriate number. If the organization does not have a DUNS number, an AOR
should complete the US D&B D-U-N-S Number Request Form or contact Dun and Bradstreet by telephone
directly at 1-866-705-5711 (toll-free) to obtain one. A DUNS number will be provided immediately by
telephone at no charge. Note this is an organizational number. Individual PD/PIs do not need to register for a
DUNS number.

Additionally, all NIH grantees must notify potential first-tier subrecipients that no entity may receive a first-tier
subaward unless the entity has provided its DUNS number to the prime grantee organization.

All applicant and grantee organizations must maintain an active registration in the System for Award
Management (SAM); formerly Central Contractor Registry Database (CCR).

Organizations that have not registered with SAM will need to obtain a DUNS number first and then access the
SAM online registration through the SAM site at https://www.sam.gov/portal/public/SAM (U.S. organizations
will also need to provide an Employer Identification Number from the Internal Revenue Service that may take
an additional 2-5 weeks to become active). Because of the switch between CCR and SAM, registration can take
several weeks to complete. Applicants are strongly encouraged to begin this registration process at least six
weeks before any submission date.

For additional information regarding the use of DUNS numbers and maintaining an active SAM registration,
please see NIH Guide Notice NOT-OD-11-004.

1.11 Public Access Policy

The Public Access Policy ensures that the public has access to the published results of NIH funded research at
the NIH National Library of Medicine's (NLM) PubMed Central (PCM), a free digital archive of full-text
biomedical and life sciences journal literature [http://www.pubmedcentral.nih.gov/]. Under the Policy NIH-
funded investigators are required by Federal law to submit (or have submitted for them) to PMC an electronic
version of the final, peer-reviewed manuscript upon acceptance for publication, to be made publicly available no
later than 12 months after the official date of publication. The author's final peer-reviewed manuscript is defined
as the final version accepted for journal publication on or after 4/7/2008, and includes all modifications from the
publishing peer review process, and all graphics and supplemental material associated with the article.
Institutions and investigators are responsible for ensuring that any publishing or copyright agreements
concerning submitted articles fully comply with this Policy. Applicants citing articles in NIH applications,
proposals, and progress reports that fall under the Policy, were authored or co-authored by the applicant and
arose from NIH support must include the PubMed Central reference number (PCMID) or NIH Manuscript
Submission reference number (NIHMS ID).

This policy applies to all peer-reviewed articles resulting from research supported in whole or in part with direct
costs from NIH, including research grant and career development awards, cooperative agreements, contracts,
Institutional and Individual Ruth L. Kirschstein National Research Service Awards, SBIR/STTR awards, and
NIH intramural research studies.

Additional information can be found at: http://publicaccess.nih.gov/.

1.12 PHS Metric Program

Consistent with Government-wide implementing regulations, 15 CFR part 19, Subpart B and/or any other
Government-wide requirements, PHS policy is to support Federal transition to the metric system and to use the
metric system of measurement in all grants, cooperative agreements, and all other financial assistance awards.
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Likewise, measurement values in reports, publications, and other communications regarding grants will be in
metric.

1.13 Transition to the SF424 (R&R) Application and Electronic
Submission through Grants.gov

As first announced in August 2005 (NOT-OD-05-067), NIH is transitioning from the PHS 398 application to the
SF424 (R&R) application and electronic submission through Grants.gov. This transition is being done by
activity code. Applicants should refer to the Timeline to determine when a particular activity code has
transitioned to the new form and electronic submission. Information on Transition Strategy and Timeline can be
found at: http://grants.nih.gov/grants/ElectronicReceipt/files/timeline_NIH_transitions.pdf.

For more information on NIH’s transition plans, see the Web site for Electronic Submission of Grant
Applications: http://grants.nih.gov/grants/ElectronicReceipt/.

1.14 Multiple Program Director/Principal Investigator Policy

Multiple Program Director/Principal Investigator (multiple PD/PI) awards are an opportunity for
multidisciplinary efforts and collaboration through a team of scientists under a single grant award. The applicant
organization may designate multiple individuals as PD/PIs who share the authority and responsibility for leading
and directing the project, intellectually and logistically. Each PD/PI is responsible and accountable to the
applicant organization, or, as appropriate, to a collaborating organization, for the proper conduct of the project
or program including the submission of all required reports. The presence of more than one identified PD/PI on
an application or award diminishes neither the responsibility nor the accountability of any individual PD/PI.

The applicant/grantee organization is responsible for securing and retaining the required written assurance
signatures from each identified PD/P1 on all applications, post-submission information, progress reports, and
post-award prior approval requests and must make these signatures available to NIH or other authorized HHS or
Federal officials upon request.

Applications designating multiple PD/PIs must include a Multiple PD/PI Leadership Plan describing the
rationale for choosing the multiple PD/PI approach, and the governance and organizational structure of the
leadership team. Do not submit a leadership plan if you are not submitting a Multiple PD/PI application.

Applications submitted electronically through Grants.gov for most award activity codes permit multiple PD/Pls,
with the exception of awards for which multiple PD/PIs would not be appropriate such as individual fellowship
and career awards, dissertations grants (R36), Pioneer Awards (DP1), Construction Grants (C06/UC6), Grants
for Repair, Renovation and Modernization of Existing Research Facilities (G20), and Shared Instrumentation
Grants (S10). See http://grants.nih.gov/grants/multi_pi/index.htm and NOT-OD-07-017 for additional
information.

1.15 New, Including Early Stage, Investigators

NIH encourages all New Investigators to apply for RO1 awards. The involvement of New Investigators is
considered essential to the vitality of health-related research and has been addressed by several important NIH
programs and studies which are detailed on the New Investigator Web site at
http://grants.nih.gov/grants/new_investigators/index.htm. A New Investigator is one who has not previously
competed successfully as a PD/PI for a significant NIH independent research award (see complete definition at
http://grants.nih.gov/grants/new_investigators/index.htm#definition).

To encourage earlier application for NIH RO1grant support, NIH identifies Early Stage Investigators (ESI). An
ESI is a New Investigator who is within 10 years of completing his/her terminal research degree or is within 10
years of completing medical residency (or the equivalent). Applications from New Investigators and ESIs are

identified and their career stage is considered at the time of review and award. The procedures for requesting as
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extension of the ESI period and the conditions under which extensions will be considered are in NOT-OD-09-
034.

See NOT-OD-08-121, NOT-OD-09-013, and NOT-OD-09-021 for additional information.

1.16 Policy on Instruction in the Responsible Conduct of
Research

NIH requires that all trainees, fellows, participants, and scholars receiving support through any NIH training,
career development award (individual or institutional), research education grant, and dissertation research grant
must receive instruction in responsible conduct of research. These mechanisms include: D43, D71, FO5, F30,
F31, F32, F33, F34, F37, F38, K01, K02, K05, K07, K08, K12, K18, K22, K23, K24, K25, K26, K30, K99/R00,
KL1, KL2, R25, R36, T15, T32, T34, T35, T36, T37, T90/R90, TL1, TU2, and U2R. This policy also applies to
any other NIH-funded programs supporting research training, career development, or research education that
require instruction in responsible conduct of research as stated in the relevant FOA.

A. Instructional Components

NIH recognizes that instruction in responsible conduct of research occurs formally and informally in educational
settings and that informal instruction occurs throughout the research training experience. The guidance provided
below is directed at formal instruction in responsible conduct of research and describes the accumulated
experiences and the best practices of the scientific community over the past two decades.

1. Format: Substantial face-to-face discussions among the participating
trainees/fellows/scholars/participants; a combination of didactic and small-group discussions (e.g. case
studies); and participation of research training faculty members in instruction in responsible conduct of
research are highly encouraged. While on-line courses can be a valuable supplement to instruction in
responsible conduct of research, online instruction is not considered adequate as the sole means of
instruction. A plan that employs only online coursework for instruction in responsible conduct of
research will not be considered acceptable, except in special instances of short-term training programs
(see below), or unusual and well-justified circumstances.

2. Subject Matter: While there are no specific curricular requirements for instruction in responsible
conduct of research, the following topics have been incorporated into most acceptable plans for such
instruction:

a. conflict of interest — personal, professional, and financial

b. policies regarding human subjects, live vertebrate animal subjects in research, and safe
laboratory practices

mentor/mentee responsibilities and relationships

collaborative research including collaborations with industry

peer review

data acquisition and laboratory tools; management, sharing and ownership
research misconduct and policies for handling misconduct

S @ o o o

responsible authorship and publication

the scientist as a responsible member of society, contemporary ethical issues in biomedical
research, and the environmental and societal impacts of scientific research

While courses related to professional ethics, ethical issues in clinical research, or research involving
vertebrate animals may form a part of instruction in responsible conduct of research, they generally are
not sufficient to cover all of the above topics.
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3. Faculty Participation: Training faculty and sponsors/mentors are highly encouraged to contribute
both to formal and informal instruction in responsible conduct of research. Informal instruction occurs
in the course of laboratory interactions and in other informal situations throughout the year. Training
faculty may contribute to formal instruction in responsible conduct of research as discussion leaders,
speakers, lecturers, and/or course directors. Rotation of training faculty as course directors, instructors,
and/or discussion leaders may be a useful way to achieve the ideal of full faculty participation in
formal responsible conduct of research courses over a period of time.

4. Duration of Instruction: Instruction should involve substantive contact hours between the
trainees/fellows/scholars/participants and the participating faculty. Acceptable programs generally
involve at least eight contact hours. A semester-long series of seminars/programs may be more
effective than a single seminar or one-day workshop because it is expected that topics will then be
considered in sufficient depth, learning will be better consolidated, and the subject matter will be
synthesized within a broader conceptual framework.

5. Frequency of Instruction: Reflection on responsible conduct of research should recur throughout a
scientist’s career: at the undergraduate, post-baccalaureate, predoctoral, postdoctoral, and faculty
levels. Institutional training programs and individual fellows/scholars are strongly encouraged to
consider how to optimize instruction in responsible conduct of research for the particular career
stage(s) of the individual(s) involved. Instruction must be undertaken at least once during each career
stage, and at a frequency of no less than once every four years. It is highly encouraged that initial
instruction during predoctoral training occurs as early as possible in graduate school. Individuals at the
early career investigator level (including mentored K awardees and K12 scholars) must receive
instruction in responsible conduct of research at least once during this career stage. Senior fellows and
career award recipients (including F33, K02, K05, and K24 awardees) may fulfill the requirement for
instruction in responsible conduct of research by participating as lecturers and discussion leaders. To
meet the above requirements, instruction in responsible conduct of research may take place, in
appropriate circumstances, in a year when the trainee, fellow or career award recipient is not actually
supported by an NIH grant. This instruction can be documented as described below.

B. Special Considerations by Type of Award

Institutional training and institutional career development programs (for example, T15, T32, T34,
T90/R90, TL1, K12, or K30 programs): Institutional programs are encouraged to provide instruction in
responsible conduct of research for all individuals associated with the program of training regardless of their
source of support.

Short-term training and research education programs (for example, T35 and R25 programs lasting six or
fewer months, short-term trainees supported on T15, T32 and T34 programs, and short-term participants
in R25 programs): The duration of RCR instruction within short-term institutional programs should be
appropriate for the total duration of the program and should be justified in the application and is an instance
where on-line instruction could be appropriate. Such programs may also use innovative strategies to incorporate
instruction in responsible conduct of research and to relate instruction in responsible conduct of research to the
scientific focus of the short-term program.

Individual awards: In keeping with the individual nature of these programs, fellows and scholars, along with
their institutions and sponsors/mentors, are encouraged to tailor instruction in responsible conduct of research to
the needs of the individual. Thus, instruction may go beyond formal institutional courses and provide
opportunities for the individual to develop their own scholarly understanding of the ethical issues associated
with their research activities and their impact on society. An individualized plan would be appropriate in the rare
instances where an institution does not have an established formal mechanism for such instruction.

Applications lacking a plan for instruction in responsible conduct of research will be considered incomplete and
may be delayed in the review process or not reviewed. Applications with unacceptable plans will not be funded
until the applicant provides an acceptable, revised plan. For additional instructions, see the specific FOA. For

funded grants, information on the nature of the instruction in the responsible conduct of research and the extent
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of participating trainees/fellows/scholars/participants and faculty participation also must be provided in the
annual progress report submitted as a prerequisite to receiving non-competing continuation support.

Additional information, including resources on Instruction in Responsible Conduct of Research, can be found in
NOT-OD-10-019.

1.17 Transparency Act Reporting

The Federal Funding Accountability and Transparency Act of 2006 (FFATA), ensures that the public can access
information on all entities and organizations receiving Federal funds. Central to the law was the development of
www.USASpending.gov, a publicly available Web site with searchable information on each Federal grant and
contract over $25,000. Moving one step further, reporting on executive compensation and first-tier subawards
has been implemented as of October 1, 2010 with the development of the Federal Subaward Reporting System
(ESRS). While NIH is responsible for providing award information to USASpending, grantees are responsible
for entering their executive compensation and subaward information into FSRS.gov.

For additional information regarding subaward and executive compensation reporting requirements, please see
NIH Guide Notice NOT-OD-11-005 and NIH Guide Notice NOT-OD-12-010.

1.18 Expectation for Institutions to Develop Individual
Development Plans for Graduate Students and Postdoctoral
Researchers

In an effort to assist graduate students and post-doctoral researchers achieve their career goals and become
contributing members of the biomedical workforce, NIH encourages grantees to develop an institutional policy
requiring that an Individual Development Plan (IDP) be implemented for every graduate student and
postdoctoral research supported by any NIH grant and reportable on the progress report, regardless of the type of
NIH grant that is used for support. While this is an expectation that should be broadly implemented by
institutions for all graduate students and postdoctoral researchers supported by NIH, the actual reporting of the
implementation of this expectation will be applicable primarily to those programs using the RPPR. As
additional programs transition to the RPPR, this expectation will also apply to those submissions. Grantees are
encouraged to report in RPPR Section B. Accomplishments, Question B.4 the use of the IDP for graduate
students and/or postdoctoral researchers included in RPPR Section D. Participants or on a Statement of
Appointment Form (PHS 2271). Do not include the actual IDP; instead include information to document that
IDPs are used to help manage the training for those individuals. For Institutional Training Grants that use the
PHS2590 progress report, information to document that IDPs are used to help manage the training for graduate
student and postdoctoral trainees should be included under Section 5.1.6 Progress Report Summary, Item A.
Training Program.

2. Assurances and Certifications

Each application to the PHS requires that the assurances and certifications in this section be verified by the
signature of the Official Signing for Applicant Organization on the Face Page of the application. For electronic
SF424 (R&R) applications, this is verified by checking the “I agree” box on line 17 of the SF424 (R&R) Cover
Form.

PD/PI (including Fellowship Applicant) and SO Verification

After the PD/PI and SO successfully submit an application electronically through Grants.gov, they will receive
an automatically generated e-mail requesting them to view and verify (or reject) the application on-line in the
Commons. To do this, the Pl and SO need to:

Supplemental Instructions for PHS 398 and SF424 (R&R) 1-19


http://grants.nih.gov/grants/guide/notice-files/NOT-OD-10-019.html
http://frwebgate.access.gpo.gov/cgi-bin/getdoc.cgi?dbname=109_cong_public_laws&docid=f:publ282.109.pdf
http://www.usaspending.gov/
https://www.fsrs.gov/
https://www.fsrs.gov/
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-11-005.html
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-12-010.html

1. Make sure they can log onto the eRA Commons. Before they receive the e-mail, they should be sure to
know their Commons account names and passwords.

2. Verify the electronic grant application via the eRA Commons. Complete instructions on the verification
process are in the Applicant Package.

All assurances listed below may or may not be applicable to the project, program, or type of applicant
organization. Applicants and grantees must comply with a number of additional public policy requirements.
Refer to the NIH Grants Policy Statement (http://grants.nih.gov/grants/policy/policy.htm) for additional
information.

2.1 Human Subjects Research

(See also Part 1I:Supplemental Instructions for Preparing the Protection of Human Subjects Section of the
Research Plan.)

HHS regulations for the protection of human subjects provide a systematic means, based on established,
internationally recognized ethical principles, to safeguard the rights and welfare of individuals who participate
as subjects in research activities supported or conducted by HHS. The regulations stipulate that the awardee
organization, whether domestic or foreign, bears responsibility for safeguarding the rights and welfare of human
subjects in HHS-supported research activities. The regulations require that all organizations engaged in
nonexempt human subjects research supported or conducted by HHS hold a Federalwide Assurance (FWA) with
the Office for Human Research Protections (OHRP), and establish appropriate policies and procedures for the
protection of human subjects. These regulations, 45 CFR part 46, Protection of Human Subjects, are available
from OHRP, Department of Health and Human Services, The Tower Building, 1101 Wootton Parkway, Suite
200, Rockville, MD; telephone: 1-866-447-4777 (toll-free) or (240-) 453-6900; e-mail: chrp@hhs.gov. In
general OHRP considers organizations that receive direct support from HHS for the conduct of nonexempt
human subjects research to be engaged in human subjects research. (For more information on whether an
institution is engaged in human subjects research, refer to: http://www.hhs.gov/ohrp/policy/engage08.html.)
When a research project is conducted by multiple organizations each organization that is engaged in nonexempt
human subjects research must hold an FWA and comply with the regulations at 45 CFR 46.

Nonexempt research involving human subjects may only be conducted under an HHS award if the engaged
organization(s) is operating in accord with an approved FWA and provides verification that an Institutional
Review Board (IRB) that is registered under the specific FWA has reviewed and approved the proposed activity
in accordance with the HHS regulations. No award to an individual will be made unless that individual is
affiliated with an assured organization that accepts responsibility for compliance with the HHS regulations.
Foreign applicant organizations must also comply with the provisions of the regulations unless a determination
of equivalent protections is made in accord with 45 CFR 46.101(h).

Under HHS regulations to protect human subjects, certain research areas are exempt. (See Exemption
Categories). With the exception of research projects that meet the criteria for Exemption 4, studies that are
exempt from the human subjects regulatory requirements must still address the inclusion of women, minorities,
and children in the study design.

Regulations of the Food and Drug Administration (21 CFR 50; 21 CFR 56) generally apply to biomedical
research involving an unapproved drug, device or biologic, and may apply to certain studies of approved
products. Additional information on FDA regulations is available at
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/cfrsearch.cfm. If work falls under FDA’s regulatory
requirements, the grantee must follow both HHS and FDA human subject protection regulations.

Research involving the use of coded private information or biological specimens may not constitute human
subjects research. Refer to the OHRP Guidance on Research Involving Coded Private Information or Biological
Specimens to clarify when such research is or is not research involving human subjects:
http://www.hhs.gov/ohrp/policy/cdebiol.html. For additional help determining whether research that involves
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the use of human data or biological specimens is human subjects research, please refer to this Web site:
http://grants.nih.gov/grants/policy/hs/.

Vulnerable Populations

Investigators who conduct research involving pregnant women, human fetuses and neonates, prisoners
(including subjects who become prisoners after the research has started), or children, must follow the provisions
of the regulations in Subparts B, C, and D of 45 CFR part 46, respectively. The subparts describe the additional
protections required for conducting research involving these populations. Relevant information may be obtained
at the OHRP Web site (http://www.hhs.gov/ohrp/policy/index.html).

REMINDER: HHS regulations at 45 CFR part 46, Subpart C describe requirements for additional protections for
research involving prisoners as subjects or individuals who become prisoners after the research has started. Refer
to: http://www.hhs.gov/ohrp/policy/prisoner.html for complete instructions.

Exemptions 1-6 (see Exemptions under Human Subjects Research Definitions and Terms, Part 111.3) do not
apply to research involving prisoners or subjects who become prisoners (see Subpart C). Although Exemptions 1
and 3-6 apply to research involving children (see Subpart D), Exemption 2 can only be used for research
involving educational testing or observations of public behavior when the investigator(s) do not participate in
the activities being observed.

Data and Safety Monitoring

For each proposed clinical trial (see definition of “clinical trial” under Part 111.3), NIH requires a data and safety
monitoring plan that describes oversight and monitoring to ensure the safety of participants and the validity and
integrity of the data. The level of monitoring should be commensurate with the risks and the size and complexity
of the clinical trial. Prior to the accrual of human subjects, a detailed data and safety monitoring plan must be
submitted to the applicant’s IRB and to the funding entity for approval. Adverse Events must be reported to the
IRB, the NIH funding Institute or Center, and other appropriate offices or agencies. This policy requirement is in
addition to any monitoring requirements imposed by 45 CFR part 46.

NIH Policy specifically requires the establishment of Data and Safety Monitoring Boards (DSMBs) for multi-
site clinical trials involving interventions that entail potential risk to the participants, and generally for Phase 111
clinical trials. A DSMB also may be appropriate for clinical trials if the studies are blinded (masked), employ
high-risk interventions, or involve vulnerable populations.

Summary reports of adverse events must be provided to the NIH funding IC, individual IRBs and to the DSMB
(if one has been established for the trial) in order for them to address reports related to the site for which they
have responsibility. Grantees should address questions on this subject to the NIH Program Official.

Further information concerning these requirements is contained in several NIH Guide for Grants and Contracts
notices (http://grants.nih.gov/grants/quide/notice-files/not98-084.html and
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-00-038.html).

Required Education in the Protection of Human Research Participants

NIH requires education on the protection of human research participants for all individuals identified in PHS
applications as senior/key personnel who will be involved in the design or conduct of human subjects research,
before funds are awarded for applications or contract proposals involving human subjects. For information
relating to this requirement, see the following notices: http://grants.nih.gov/grants/guide/notice-files/NOT-OD-
00-039.html and http://grants.nih.gov/grants/guide/notice-filessNOT-OD-01-061.html, and Frequently Asked
Questions at http://grants.nih.gov/grants/policy/hs_educ_fag.htm. Prior to award, applicants will be required to
provide a description of education completed in the protection of human subjects for all senior/key personnel
involved in the design or conduct of human subjects research. See
http://grants.nih.gov/grants/policy/hs/training.htm for a free tutorial offered by the NIH Office of Extramural
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Research, and other resources on human subjects protection training. For information on facilitating education
and developing curricula, see http://www.nih.gov/sigs/bioethics.

2.1.1 Research on Transplantation of Human Fetal Tissue

In signing the application Face Page (or for electronic applications, in checking the “I agree” box on line 17 of
the SF424 (R&R) Cover Form), the Authorized Organization Representative of the applicant organization
certifies that if research on the transplantation of human fetal tissue is conducted, the applicant organization will
make available, for audit by the Secretary, HHS, the physician statements and informed consents required by
section 498A (b)(2) and (c) of the Public Health Service Act, 42 U.S.C. 289g (b)(2) and (c), or ensure HHS
access to those records, if maintained by an entity other than the applicant organization.

2.1.2 Research Using Human Embryonic Stem Cells

In signing the application Face Page (or for electronic applications, by checking the “I agree” box on line 17 of
the SF424 (R&R) Cover Form), the Authorized Organization Representative of the applicant organization
certifies that if research using human embryonic stem cells is proposed, the applicant organization will identify
hESCs to be used from the NIH Registry (http://stemcells.nih.gov/research/reqgistry/), or, if a specific cell line
cannot be referenced at the time of application, certify that one from the NIH Registry will be used, in accord
with the NIH Guidelines on Human Stem Cell Research
(http://stemcells.nih.gov/policy/pages/2009guidelines.aspx). The AOR further certifies that the hESCs will be
used in accordance with any restrictions associated with the line as cited on the Registry
(http://grants.nih.gov/grants/guide/notice-filessNOT-OD-10-029.html). See also
http://stemcells.nih.gov/Pages/Default.aspx for additional guidance on stem cells, Federal policy statements, and
guidelines on federally funded stem cell research.

2.1.3 NIH Policy on the Inclusion of Women and Minorities as Subjects in
Clinical Research

NIH-conducted and —supported clinical research must comply with the NIH Policy and Guidelines on the
Inclusion of Women and Minorities as Subjects in Clinical Research
(http://grants.nih.gov/grants/funding/women_min/guidelines_amended_10_2001.htm), in accord with Public
Health Service Act sec. 492B, 42 U.S.C. sec 289a-2. The policy requires that women and members of minority
groups and their subpopulations be included in all NIH-conducted or supported clinical research, unless a clear
and compelling rationale and justification establishes to the satisfaction of the funding IC Director that inclusion
is inappropriate with respect to the health of the subjects or the purpose of the research. Exclusion under other
circumstances must be designated by the Director, NIH, upon the recommendation of an IC Director based on a
compelling rationale and justification. Cost is not an acceptable reason for exclusion except when the study
would duplicate data from other sources. Women of childbearing potential should not be routinely excluded
from participation in clinical research. This policy applies to research subjects of all ages.

The inclusion of women and members of minority groups and their subpopulations must be addressed in
developing a research design appropriate to the scientific objectives of the study. The Research Plan should
describe the composition of the proposed study population in terms of sex/gender, race, and ethnicity, and
provide a rationale for selection of subjects. It is important to justify the proposed sample on the basis of
sex/gender, race, and ethnicity in the context of the scientific goals of the proposed study(s) with discussion of
the demographics of the population under study and/or who is at risk for the disease/condition under study.

Such a plan should contain a description of the proposed outreach programs for recruiting women and minorities
as participants. For additional information and guidance, see Part 11, Sections 4.2 and 5.6 of these instructions as
well as http://grants.nih.gov/grants/funding/women_min/women_min.htm.

In addition, as detailed in Part I, Section 4.2.1 of these instructions, when conducting an NIH-defined Phase 11l
clinical trial, there are additional requirements and considerations related to requirements for valid analysis to
explore differences on the basis of sex/gender, race, and ethnicity.
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2.1.4 NIH Policy on Reporting Race and Ethnicity Data: for Subjects in
Clinical Research

See NIH Policy on Reporting Race and Ethnicity Data: Subjects in Clinical Research in Part 11, 5.8.

The Office of Management and Budget (OMB) defines minimum standards for maintaining, collecting, and
presenting data on race and ethnicity for all grant, contract, and intramural proposals and for all active research
grants, cooperative agreements, contracts, and intramural projects. The minimum standards are described in the
1997 OMB Directive 15, http://www.whitehouse.gov/omb/fedreg_1997standards.

The standards were revised in 1997 and include two ethnic categories (Hispanic or Latino, and Not Hispanic or
Latino) and five racial categories (American Indian or Alaska Native, Asian, Black or African American, Native
Hawaiian or Other Pacific Islander, and White). The categories in this classification are social-political
constructs and should not be interpreted as being anthropological in nature. NIH is required to use these
definitions to allow comparisons to other Federal databases, especially the census and national health databases.
Federal agencies will not present data on detailed categories if doing so would compromise data quality or
confidentiality standards.

Collection of this information and use of these categories is required for research that meets the NIH definition
of clinical research. See Part 11, Section 5.8 for additional information.

2.1.5 NIH Policy on Inclusion of Children

Research involving children (see definition of “child”) must comply with the NIH Policy and Guidelines on the
Inclusion of Children in Clinical Research. Investigators should obtain full copies of the Policy and Guidelines
from NIH staff, or from http://grants.nih.gov/grants/funding/children/children.htm.

NIH policy requires that children (i.e., individuals under the age of 21) must be included in all clinical research,
conducted or supported by the NIH unless there are clear and compelling reasons not to include them.
Therefore, applications proposing clinical research must include a description of plans for including children. If
children (or a subset of children) will be excluded from the research, the application must include an acceptable
justification for the exclusion. For additional details and guidance, please refer to Part 11, Sections 4.4 and 5.7 of
these instructions as well as http://grants.nih.gov/grants/funding/children/children.htm.

The involvement of children as subjects in research must be in compliance with all applicable subparts of 45
CER part 46 as well as with other pertinent Federal laws and regulations.

IRBs have special review requirements to protect the well-being of children who participate in research. These
requirements relate to risk, benefit, parental/guardian consent, and assent by children, and to research involving
children who are wards of the state or of another institution. The local IRB approves research that satisfies the
conditions set forth in the regulations.

2.1.6 ClinicalTrials.gov

In signing the application Face Page (or for electronic applications, in checking the “I agree” box on line 17 of
the SF424 (R&R) Cover Form), the Authorized Organization Representative of the applicant organization
assures compliance with Public Law 110-85, enacted 09/27/2007, if applicable
(http://frwebgate.access.gpo.gov/cgi-bin/getdoc.cgi?dbname=110 cong_public_laws&docid=
f:publ085.110.pdf). The law amends the Public Health Service Act to expand the scope of clinical trials that
must be registered in ClinicalTrials.gov. It also increases the number of registration fields that must be
submitted, requires certain results information to be included, and sets penalties for noncompliance.

The trials that must be registered are called “applicable clinical trials.” Under the statute these trials generally
include: (1) Trials of Drugs and Biologics: Controlled, clinical investigations, other than Phase 1 investigations,
of a product subject to FDA regulation; and (2) Trials of Devices: Controlled trials with health outcomes, other
than small feasibility studies, and pediatric postmarket surveillance. NIH encourages registration of ALL trials
whether required under the law or not.
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When registering clinical trials in the ClinicalTrials.gov Protocol Registration System, if applicable, enter the
NIH Grant Number associated with the trial in the “Secondary ID” field; include activity code, institute code
and 6-digit serial number (example: RO1CA054321).

The entity responsible for registering the trial is the “responsible party.”

For the complete statutory definitions of “responsible party” and “applicable clinical trial,” refer to Elaboration
of Definitions of Responsible Party and Applicable Clinical Trial.

Additional information can be found at NIH’s Web page on the Food and Drug Administration Amendments
Act and the ClinicalTrials.gov website.

2.2 Vertebrate Animals

The PHS Policy on Humane Care and Use of Laboratory Animals (PHS Policy) mandates that an approved
Animal Welfare Assurance must be on file with OLAW at the time of award for all grantee organizations
receiving PHS support to conduct research using live vertebrate animals. The PHS Policy requires grantee
organizations to establish appropriate policies and procedures to ensure the humane care and use of animals. The
PHS Policy stipulates that the grantee organization, whether domestic or foreign, bears responsibility for the
humane care and use of animals in PHS supported research activities. This policy incorporates the U.S.
Government Principles for the Utilization and Care of Vertebrate Animals Used in Testing, Research, and
Training and requires that institutions base their animal care and use programs on the Guide for the Care and
Use of Laboratory Animals. This policy does not supersede state or local laws or regulations that impose more
stringent standards for the care and use of laboratory animals. All institutions are required to comply with the
applicable regulations (9 CFR, Subchapter A) issued by the U.S. Department of Agriculture (USDA) under the
Animal Welfare Act, and other federal statutes and regulations relating to animals. These documents are
available from the Office of Laboratory Animal Welfare, National Institutes of Health, Bethesda, MD 20892,
(301) 496-7163 (http://grants.nih.gov/grants/olaw/olaw.htm).

The PHS Policy defines animal as any live vertebrate animal used or intended for use in research, research
training, experimentation or biological testing or for related purposes. The generation of custom antibodies
constitutes an activity involving vertebrate animals.

In addition to an OLAW-approved Animal Welfare Assurance, the grantee organization must provide
verification that the IACUC has reviewed and approved the proposed activity. IACUC approval must have been
granted within three years to be valid. IACUCs are not authorized to administratively extend approval beyond
three years. Verification of IACUC approval is requested under Just-in-Time policy (prior to award) (see 1.7).
Foreign grantees receiving direct support are not required to provide IACUC approval, but must have an
approved Animal Welfare Assurance for Foreign Institutions (Foreign Assurance). See a sample Foreign
Assurance at: http://grants.nih.gov/grants/olaw/sampledoc/foreign.htm.

Under consortium (subaward) agreements in which the grantee collaborates with one or more other
organizations, the grantee, as the direct and primary recipient of NIH grant funds, is accountable for the
performance of the project, the appropriate expenditure of grant funds by all parties, and all other obligations of
the grantee as specified in the NIHGPS (See NIH GPS, Part Il, Terms and Conditions of NIH Grant Awards,
Consortium Agreements). The animal welfare requirements that apply to grantees also apply to consortium
participants and subprojects. The prime grantee is responsible for including these requirements in its agreements
with collaborating organizations, and for ensuring that all sites engaged in research involving the use of live
vertebrate animals have an approved Animal Welfare Assurance and that the activity has a valid IACUC
approval.

If the prime grantee does not have an Animal Welfare Assurance and the animal work will be conducted at an
institution with an Animal Welfare Assurance, the grantee must obtain an Inter-institutional Assurance from
OLAW. When the grantee is a domestic institution and there is a foreign Project/Performance Site using
animals, the grantee must ensure that the Project/Performance Site has an approved Animal Welfare Assurance
and must provide verification of IACUC approval by the domestic grantee’s IACUC. This is to certify to NIH
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that the activity as conducted at the foreign Project/Performance Site is acceptable to the grantee organization.
Foreign applicant organizations applying for PHS awards for activities involving vertebrate animals must
comply with the Council for International Organizations of Medical Sciences’ International Guiding Principles
for Biomedical Research Involving Laboratory Animals

(http://cioms.ch/publications/quidelines/1985_texts of guidelines.htm) and all laws, regulations and policies
governing the care and use of laboratory animals in the jurisdiction in which the research will be conducted.

For additional details regarding completion of the Vertebrate Animals Section of the Research Plan, see NIH
Guide Notice NOT-OD-10-027 and http://grants.nih.gov/grants/olaw/V ASchecklist.pdf.

2.2.1 Research Involving Chimpanzees

NIH has established a panel, which is independent of the existing NIH review processes (e.g., peer review of
grants), to consider whether requests to the NIH to use chimpanzees in research are consistent with principles
and criteria established by the Institute of Medicine (IOM). A working group of the NIH Council of Councils,
the Chimpanzee Research Use Panel (CRUP or “Panel) has been created and is charged with considering
requests to use chimpanzees in research. The CRUP will convene before the NIH makes decisions about funding
or otherwise allowing research involving chimpanzees but after the NIH peer review is completed for grant
applications. Certain observational or non-interventional research involving chimpanzees and certain research
involving chimpanzee biomaterials will be exempt from the CRUP’s consideration.

The Chimpanzee Research Use Form will be used by the NIH to obtain additional information from the
applicant about the proposed use of chimpanzees for research..The NIH will contact applicants to complete the
Chimpanzee Research Use Form when the proposed research involves the use of chimpanzees and/or
chimpanzee biomaterials and the application is being considered for funding by an NIH IC. Completion of this
form is a mandatory step for research involving chimpanzees. Failure to complete this form will prevent the
agency from taking funding action on a research project involving chimpanzees or otherwise allowing the
research to proceed. Information about the CRUP will be available at http://dpcpsi.nih.gov/council/index.aspx.
— For details about the form see: NOT-OD-14-024

Note: Research applications proposing the use of chimpanzees in research could experience extra time
needed to complete the pre-award process. Investigators planning to conduct chimpanzee research should
submit the grant application at least 12 months before funding is needed.

2.3 Debarment and Suspension

HHS regulations published in 2 CFR 376 implement the government-wide debarment and suspension system
guidance (2 CFR 180) for HHS’ non-procurement programs and activities. “Non-procurement transactions”
include, among other things, grants, cooperative agreements, scholarships, fellowships, and loans. NIH
implements the HHS Debarment and Suspension regulations as a term and condition of award. Accordingly,
recipients of NIH grants (“primary covered transactions”), including sponsoring institutions for Kirschstein-
NRSA individual fellowships, are required to determine whether it or any of its principals (as defined in 2 CFR
180.995 and 2 CFR 376.995) is excluded or disqualified from participating in a covered transaction (i.e., grant
or cooperative agreement) prior to entering into the covered transaction, i.e., prior to the drawdown of funds
which signals acceptance of the grant award. Grantees may decide the method and frequency by which this
determination is made and may check excluded parties in SAM, although checking SAM is not required.

Prior to the drawdown of funds for each grant award, grantees must report to the funding IC if the grantee or any
of its principals:

o Are presently excluded or disqualified,;

o Have been convicted within the preceding three years of any of the offenses listed in 2 CFR 180.800(a)
or had a civil judgment for one of those offenses within that time period;
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o Are presently indicted for or otherwise criminally or civilly charged by a governmental entity (Federal,
State, or local) with commission of any of the offenses listed in 2 CFR 180.800(a); or

o Have had one or more public transactions (Federal, State, or local) terminated within the preceding three
years for cause or default.

Disclosure of unfavorable information by grantees under this requirement will not necessarily cause NIH to
deny participation in the grant. NIH will consider the information when determining whether to enter into the
covered transaction. NIH will also consider any additional information or explanation that grantees elect to
submit with the disclosed information. However, if it is later determined that a grantee failed to disclose
information that it knew at the time it accepted the NIH grant award, NIH may (a) terminate the transaction for
material failure to comply with the terms and conditions of the award or (b) pursue any other available remedies,
including suspension and debarment.

Grantees must immediately report to the NIH funding IC if at any time during the project period, including
periods of no-cost extension, they discover that they (a) failed to disclose information prior to the drawdown of
funds or (b) due to changed circumstances the grantee or any of its principals for the grant now meet the
reporting criteria.

“Lower tier” transactions (e.g., consortiums, subcontracts, consultants, collaborators, and contractors that
require the provision of goods or services that will equal or exceed $25,000) also are subject to the HHS
regulations. Prior to entering into a lower tier covered transaction with a participant (as defined in 2 CFR
180.980), grantees must verify that the person (as defined in 2 CFR 180.985) is not excluded or disqualified.
Grantees may not enter into any transaction with a person who is disqualified from that transaction unless an
exception under the disqualifying statue, Executive Order, or regulation has been obtained from HHS.

Grantees must require participants at the next lower tier to (a) comply with the HHS Debarment and Suspension
regulations as a condition of participation in the transaction and (b) pass the requirement to comply with the
HHS Debarment and Suspension regulations to each person involved in the covered transaction at the next lower
tier. Likewise, before entering into such a transaction lower tier participants and contractors under grants (where
the contract requires the provision of goods or services that will equal or exceed $25,000) must report to the
grantee if it or any participants are presently excluded or disqualified.

Grantees also are required to assure compliance for each trainee under a Kirschstein-NRSA institutional
research training grant, or other similar NIH-supported institutional training grant, before their appointment.

Organizations or individuals that are suspended, debarred, or voluntarily excluded from eligibility cannot
receive NIH grants, be paid from NIH grant funds, whether under a primary or lower-tier transaction (including
trainees on NIH-supported training grants), or otherwise participate during the period of suspension, debarment,
or exclusion. Because individuals who have been debarred, suspended, declared ineligible, or voluntarily
excluded from covered transactions may not receive Federal funds for a specified period of time, charges made
to the NIH grants for such individuals (e.g., salary) are unallowable.

2.4 Drug-Free Workplace

The Drug-Free Workplace Act of 1988 (41 U.S.C. § 701 et seq.) requires that all organizations receiving grants
from any Federal agency agree to maintain a drug-free workplace. By signing the application, the AOR agrees
that the grantee will provide a drug-free workplace and will comply with the requirement to notify NIH if an
employee is convicted of violating a criminal drug statute. Failure to comply with these requirements may be
cause for debarment. Government wide requirements for Drug-Free Workplace for Financial Assistance are
found in 2 CFR 182; HHS implementing regulations are set forth in 2 CFR 382.400. All recipients of NIH grant
funds must comply with the requirements in Subpart B (or Subpart C if the recipient is an individual) of part
382.
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2.5 Lobbying

a) Recipients of Federal grants, cooperative agreements, contracts, and loans are prohibited by 31 U.S.C. 1352,
“Limitation on use of appropriated funds to influence certain Federal contracting and financial transactions,”
from using appropriated Federal funds to pay any person for influencing or attempting to influence any
officer or employee of an agency, a Member of Congress, an officer or employee of Congress, or an
employee of a Member of Congress with respect to the award, continuation, renewal, amendment, or
modification of any of these instruments. These requirements are implemented for HHS in 45 CFR 93,
which also describes types of activities, such as legislative liaison activities and professional and technical
services, which are not subject to this prohibition under certain circumstances.

Applicants for NIH awards are required to certify and disclose that they:
¢ have not made, and will not make, such a prohibited payment;
o used or will use non-appropriated funds if they have made or agreed to make such payment; and

¢ will include these requirements in consortium agreements and contracts under grants that will exceed
$100,000 and obtain necessary certifications from those consortium participants and contractors.

Certifications and disclosures must be filed at the times prescribed in the regulations based on the expected total
costs.

The signature of the AOR on the application serves as the required certification of compliance for the applicant
organization.

Standard Form LLL, “Disclosure of Lobbying Activities,” its instructions, and continuation sheet is available at
http://www.whitehouse.gov/sites/default/files/omb/assets/omb/grants/sflllin.pdf.

b) Appropriation Prohibition: In addition to the HHS implementation described in section a) above, grants are
also subject to the Lobbying Prohibition found in the annual HHS appropriations. This requirement was
expanded in 2012 and now indicates that NIH appropriated funds may not be used, other than for normal
and recognized executive-legislative relationships for publicity or propaganda purposes, for the preparation,
distribution, or use of an kit, pamphlet, booklet, publication, electronic communication, radio, television, or
video presentation designed to support or defeat the enactment of legislation before the Congress or any
State or local legislature or legislative body, except in presentation to the Congress or any State legislature
or local legislature itself or designed to support or defeat any proposed or pending regulation administrative
action, or order issued by the executive branch of any State or local government, except in presentation to
the executive branch of any State or local government itself. No part of any governing appropriation act
shall be used to pay the salary or expenses of any grant or contract recipient, or agent acting for such
recipient, related to any activity designed to influence the enactment of legislation, appropriations,
regulation, administrative action, or Executive Order proposed or pending before the Congress or any State
government, State legislature or local legislature or legislative body other than for normal and recognized
executive-legislative relationships or participation by an agency or officer of a State, local or tribal
government in policymaking and administrative processes within the executive branch of that government.
No part of any governing appropriation act shall be used for any activity to advocate or promote any
proposed, pending or future Federal, State or local tax increase, or any proposed, pending, or future
requirement or restriction on any legal consumer product, including its sale or marketing, including but not
limited to the advocacy or promotion of gun control.

More information on this mandate can be found at http://grants.nih.gov/grants/lobbying guidance.htm. Note
this legislative mandate is subject to change on an annual basis. NIH annually posts information on legislative
mandates at: http://grantsl.nih.gov/grants/policy/appropriations info.htm.
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2.6 Non-Delinquency on Federal Debt

The Federal Debt Collection Procedure Act, 28 U.S.C. 3201 (e), provides that an organization or individual that
is indebted to the United States, and has a judgment lien filed against it, is ineligible to receive a Federal grant.
NIH cannot award a grant unless the Authorized Organization Representative of the applicant organization (or
individual as in the case of an individual Ruth L. Kirschstein National Research Service Award) certifies, by
means of his/her signature on the application, that the organization is not delinquent in repaying any Federal
debt. If the applicant discloses delinquency on a debt owed to the Federal Government, NIH may not award the
grant until the debt is satisfied or satisfactory arrangements are made with the agency to which the debt is owed.

2.7 Research Misconduct

Each institution that receives or applies for a research, research training, or research-related grant or cooperative
agreement under the Public Health Service Act must certify that the institution has established administrative
policies as required by 42 CFR part 93, “Public Health Service Policies on Research Misconduct.”

The signature of the official signing for the applicant organization on the Face Page of the application (or for
electronic applications, checking the “I agree box on line 17 of the SF424 (R&R) Cover Form) serves as
certification that:

1. The institution will comply with the requirements of the PHS regulations for dealing with reporting possible
research misconduct under 42 CFR part 93;

2. The institution has established policies and procedures incorporating the provisions set forth in 42 CFR part
93;

The institution will provide its policies and procedures to the Office of Research Integrity upon request; and

4. The institution will submit an Annual Report on Possible Research Misconduct (Form 6349). A copy of
Form 6349, covering the previous year, will be automatically sent to all PHS awardees by the Office of
Research Integrity each January.

Research Misconduct is defined by the Public Health Service as “fabrication, falsification or plagiarism in
proposing, performing, or reviewing research, or in reporting research results.”

(a) Fabrication is making up data or results and recording or reporting them.

(b) Falsification is manipulating research materials, equipment, or processes, or changing or omitting data
or results such that the research is not accurately represented in the research record.

(c) Plagiarism is the appropriation of another person’s ideas, processes, results, or words without giving
appropriate credit.

(d) Research misconduct does not include honest error or differences of opinion.
For further information, please contact:

U.S. Dept. of Health and Human Services
Office of Research Integrity

1101 Wootton Parkway, Suite 750
Rockville, MD 20852
AskORI@osophs.hhs.gov

Phone: (240) 453-8200

Fax: (301) 443-5351
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2.8 Assurance of Compliance (Civil Rights, Handicapped
Individuals, Sex Discrimination, Age Discrimination)

Before a grant award can be made, a domestic applicant organization must certify that it has filed with the HHS
Office for Civil Rights: an Assurance of Compliance (Form HHS 690) with Title VI of the Civil Rights Act of
1964 (P.L. 88352, as amended), which prohibits discrimination on the basis of race, color, or national origin;
Section 504 of the Rehabilitation Act of 1973 (P.L. 93-112, as amended), which prohibits discrimination on the
basis of handicaps; Title IX of the Education Amendments of 1972 (P.L. 92-318, as amended), which prohibits
discrimination on the basis of sex; and the Age Discrimination Act of 1975 (P.L. 94-135), which prohibits
discrimination on the basis of age.

The Assurance of Compliance Form HHS 690 is available from http://www.hhs.gov/forms/HHS690.pdf.

Assurance of Compliance Form HHS 690 is now used in lieu of individual assurances: Form HHS 441, Civil Rights;
Form HHS 641, Handicapped Individuals; Form HHS 639-A, Sex Discrimination; and Form HHS 680, Age
Discrimination.

2.8.1 Limited English Proficiency

EO 13166, August 11, 2000, requires grantees receiving Federal financial assistance to take steps to ensure that
people with limited English proficiency can meaningfully access health and social services. A program of
language assistance should provide for effective communication between the service provider and the person
with limited English proficiency to facilitate participation in, and meaningful access to, services. The obligations
of grantees are explained on the OCR Web site at
http://www.hhs.gov/ocr/civilrights/resources/specialtopics/lep/.

2.9 Research Involving Recombinant or Synthetic Nucleic Acid
Molecules, including Human Gene Transfer Research

The National Institutes of Health Guidelines for Research Involving Recombinant or Synthetic Nucleic Acid
Molecules (NIH Guidelines) (March 2013 or latest revision) apply to all research projects (NIH-funded and non-
NIH-funded) that involve recombinant or synthetic nucleic acid molecules and are conducted at or sponsored by
an organization that receives NIH support for recombinant or synthetic nucleic acid research. A copy of the NIH
Guidelines is available at http://oba.od.nih.gov/rdna/nih_guidelines_oba.html.

According to the NIH Guidelines, recombinant and synthetic nucleic acid molecules are defined as (1) molecule
that: a) are constructed by joining nucleic acid molecules and b) can replicate in a living cell, i.e., recombinant
nucleic acids, or (2) nucleic acid molecules that are chemically or by other means synthesized or amplified,
including those that are chemically or otherwise modified but can base pair with naturally occurring nucleic acid
molecules, i.e., synthetic nucleic acids, or (3) molecules that result from the replication of those described in (1)
or (2). The NIH Guidelines apply to both basic and clinical research studies. Specific guidance for the conduct
of human gene transfer studies appears in Appendix M of the NIH Guidelines.

Failure to comply with these requirements may result in suspension or termination of an award for recombinant
or synthetic nucleic acid molecule research at the organization, or a requirement for NIH prior approval of any
or all recombinant or synthetic nucleic acid molecule projects at the organization. Two specific requirements of
the NIH Guidelines are discussed below, but the grantee should carefully review the NIH Guidelines in their
entirety to ensure compliance with all of the requirements for projects involving recombinant or synthetic
nucleic acid molecules.

Recombinant or synthetic nucleic acid research involving select agents also is subject to pertinent CDC and
USDA regulations, 42 CFR 73, Select Agents and Toxins; and 7 CFR 331 and 9 CFR 121, Possession, Use, and
Transfer of Biological Agents and Toxins.
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2.10 Financial Conflict of Interest

NIH requires grantees and investigators (except Phase | SBIR/STTR applicants and grantees) to comply with the
requirements of 42 CFR part 50, Subpart F, “Responsibility of Applicants for Promoting Objectivity in Research
for which PHS Funding is Sought.” A Final Rule amending this PHS regulation (and the companion regulation
at 45 CFR part 94, “Responsible Prospective Contractors,” imposing similar requirements for research
contracts) was published on August 25, 2011 in the Federal Register (http://www.gpo.gov/fdsys/pkg/FR-2011-
08-25/pdf/2011-21633.pdf). An Institution applying for or receiving PHS funding from a grant or cooperative
agreement that is covered by the rule must be in full compliance with all of the revised regulatory requirements,
and immediately upon making its institutional Financial Conflict of Interest (FCOI) policy publicly accessible as
described in the regulation.

In checking the “I agree” box on line 17 of the SF424 (R&R) Form, the Authorized Organization Representative
of the applicant organization certifies compliance with the requirements of 42 CFR part 50, Subpart F, including
that:

1. Thereis in effect at the Institution an up-to-date, written and enforced administrative process to identify and
manage FCOI with respect to all research projects for which NIH funding is sought or received;

2. The Institution shall promote and enforce Investigator compliance with the regulation’s requirements
including those pertaining to disclosure of Significant Financial Interests;

3. The Institution shall identify and manage FCOIs and provide initial and ongoing FCOI reports to the NIH
consistent with this subpart;

4. When requested, the Institution will promptly make information available to the NIH/HHS relating to any
Investigator disclosure of financial interests and the Institution’s review of, and response to, such disclosure,
whether or not the disclosure resulted in the Institution’s determination of a FCOI;

5. The Institution shall fully comply with the requirements of the regulation.

When the Institution determines that an FCOI exists (as described above), the Institution must report to the NIH
awarding IC through the submission of an initial and annual FCOI report using the eRA Commons FCOI
Module. The initial FCOI report will include the following information:

e Grant number and PD/PI or Contact PD/PI if the grant is awarded under the multiple Pl model,;
o Name of Investigator (if different from the PD/PI) with the FCOI,;
o Name of the entity with which the Investigator has an FCOI;

¢ Nature of the FCOI (e.g., consulting fees, honoraria, paid authorship, equity interest, intellectual
property rights and interests, and reimbursed or sponsored travel);

¢ Value of the financial interest $0-4,999; $5,000-9,999; $10,000-19,999; amounts between $20,000-
100,000 by increments of $20,000; amounts above $100,000 by increments of $50,000 or a statement
that a value cannot be readily determined,;

o A description how the financial interest relates to the NIH-funded research and the basis for the
Institution’s determination that the financial interest conflicts with such research; and

o Key elements of the Institution’s management plan, including:

1. Role and principal duties of the conflicted Investigator in the research project;

2. Conditions of the management plan;

3. How the management plan is designed to safeguard objectivity in the research project;
4. Confirmation of the Investigator’s agreement to the management plan;
5

How the management plan will be monitored to ensure Investigator compliance; and
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6. Other information as needed.

The annual FCOI report must be submitted to NIH through the eRA Commons FCOI Module each year within a
competitive segment or until the Institution reports the FCOI no longer exists. The annual FCOI report will
include the following information:

e Status of the FCOI
e Changes to the management plan, if applicable

The information above is only a sample of the regulatory requirements found in 42 CFR part 50, Subpart F.
Applicants must read the regulation in its entirety to ensure compliance with all of the requirements.

2.11 Smoke-Free Workplace

The PHS strongly encourages all grant recipients to provide a smoke-free workplace and to promote the non-use
of all tobacco products. In addition, Public Law 103-227, the Pro-Children Act of 1994, prohibits smoking in
certain facilities (or in some cases, any portion of a facility) in which regular or routine education, library, day
care, health care, or early childhood development services are provided to children. This is consistent with the
PHS mission to protect and advance the physical and mental health of the American people.

2.12 Prohibited Research

NIH Appropriation Acts have limited the use of NIH funding for a number of years and typically continue the
same limitations from year to year. These legislative mandates appear in the Public Law 112-74 that authorizes
NIH appropriations:

BAN ON FUNDING OF HUMAN EMBRYO RESEARCH (Section 508)

NIH is prohibited from using appropriated funds to support human embryo research. Grant, cooperative
agreement, and contract funds may not be used for: "(a)...(1) the creation of a human embryo or embryos for
research purposes; or (2) research in which a human embryo or embryos are destroyed, discarded, or knowingly
subjected to risk of injury or death greater than that allowed for research on fetuses in utero under 45 CFR part
46.208(a)(2) and section 498(b) of the Public Health Service Act (42 U.S.C. 289g(b)). (b) For purposes of this
section, the term "human embryo or embryos' includes any organism not protected as a human subject under 45
CER part 46 as of the date of the enactment of this Act, that is derived by fertilization, parthenogenesis, cloning,
or any other means from one or more human gametes or human diploid cells."

The NIH has published final guidelines on the allowability of Federal funds to be used for research on human
embryonic stem cell lines at http://stemcells.nih.gov/Pages/Default.aspx.

LIMITATION ON USE OF FUNDS FOR PROMOTION OF LEGALIZATION OF CONTROLLED
SUBSTANCES (Section 509)

"(a) None of the funds made available in this Act may be used for any activity that promotes the legalization of
any drug or other substance included in schedule I of the schedules of controlled substances established by
section 202 of the Controlled Substances Act (21 U.S.C.812). (b)The limitation in subsection (a) shall not apply
when there is significant medical evidence of a therapeutic advantage to the use of such drug or other substance
or that federally sponsored clinical trials are being conducted to determine therapeutic advantage."

RESTRICTION ON DISTRIBUTION OF STERILE NEEDLES (Section 523)

"Notwithstanding any other provision of this Act, no funds appropriated in this Act shall be used to carry out
any program of distributing sterile needles or syringes for the hypodermic injection of any illegal drug.”
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RESTRICTION ON ABORTIONS (Section 506)

"(a) None of the funds appropriated under this Act, and none of the funds in any trust fund to which funds are
appropriated under this Act, shall be expended for any abortion."

(b) None of the funds appropriated in this Act, and none of the funds in any trust fund to which funds are
appropriated in this Act, shall be expended for health benefits coverage that includes coverage of abortion.

(c) The term “health benefits coverage” means the package of services covered by a managed care provider or
organization pursuant to a contract or other arrangement.”

EXCEPTION TO RESTRICTION ON ABORTIONS (Section 507)
*“(a) The limitations established in the preceding section shall not apply to an abortion—
(1) if the pregnancy is the result of an act of rape or incest; or

(2) in the case where a woman suffers from a physical disorder, physical injury, or physical illness,
including a life endangering physical condition caused by or arising from the pregnancy itself, that
would, as certified by a physician, place the woman in danger of death unless an abortion is performed.

(b) Nothing in the preceding section shall be construed as prohibiting the expenditure by a State, locality, entity,
or private person of State, local, or private funds (other than a State’s or locality’s contribution of Medicaid
matching funds).

(c) Nothing in the preceding section shall be construed as restricting the ability of any managed care provider
from offering abortion coverage or the ability of a State or locality to contract separately with such a
provider for such coverage with State funds (other than a State’s or locality’s contribution of Medicaid
matching funds).

(d)

(1) None of the funds made available in this Act may be made available to a Federal agency or program, or
to a State or local government, if such agency, program, or government subjects any institutional or
individual health care entity to discrimination on the basis that the health care entity does not provide,
pay for, provide coverage of, or refer for abortions.

(2) In this subsection, the term *“health care entity’” includes an individual physician or other health care
professional, a hospital, a provider-sponsored organization, a health maintenance organization, a health
insurance plan, or any other kind of health care facility, organization, or plan.

2.13 Select Agent Research

The Public Health Security and Bioterrorism Preparedness and Response Act of 2002 (42 U.S.C. 201) is
designed to provide protection against misuse of select agents and toxins whether inadvertent or the result of
terrorist acts against the United States homeland or other criminal acts. The Act was implemented, in part,
through regulations published by HHS and USDA at 42 CFR 73, 9 CFR 121 and 7 CFR 331 or commonly
referred to as “Select Agent Regulations.” Copies of these regulations are available at
http://www.selectagents.gov/Requlations.html, or can be obtained from CDC, 1600 Clifton Road, MS A-46,
Atlanta, GA 30333; telephone: 404-718-2000.

Domestic grantees who conduct research involving select agents or toxins (see Section 3 and 4 of 42 CFR 73
and 9 CFR 121 and Section 3 of 7 CFR 331) must maintain a registration with CDC (or USDA, depending on
the agent) before using NIH funds. No funds can be used for research involving select agents or toxins if the
registration certificate maintained by CDC or USDA is suspended or revoked.

Foreign Institutions and International Organizations who conduct research involving select agents (see 42 CFR
73 for the select agent list; and 7 CFR 331 and 9 CFR 121 for the relevant animal and plant pathogens) must
provide information satisfactory to the NIH that a process equivalent to that described in 42 CFR 73 for U.S.
institutions is in place and will be administered on behalf of all select agent work sponsored by NIH funds
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before using these funds for any work directly involving select agents. Grantees must be willing to address the
following key elements appropriate for their institutions: safety, security, training, procedures for ensuring that
only approved/appropriate individuals have access to the select agents, and any applicable laws, regulations and
policies equivalent to 42 CFR 73. If this work will not, in fact, involve select agents (e.g. excluded strains), and
you provide documentation satisfactory to the NIH that your work does not now nor will it in the future (i.e.
throughout the life of the award) involve select agents, no further action will be necessary.

Grantees who conduct research involving select agents (see 42 CFR 73 for the select agent list; and 7 CFR 331
and 9 CFR 121 for the relevant animal and plant pathogens) must complete registration with CDC (or USDA,
depending on the agent) before using NIH funds for any work directly involving the select agent at the U.S.
institution. No funds can be used for research involving select agents if the final registration certificate is denied.
Before using NIH funds for any work directly involving the select agents at a foreign subrecipient, the U.S.
grantee must provide information from the foreign institution satisfactory to the NIH that a process equivalent to
that described in 42 CFR 73 for U.S. institutions is in place and will be administered on behalf of all select agent
work sponsored by these funds. Grantees must be willing to address the following key elements appropriate for
the foreign institution: safety, security, training, procedures for ensuring that only approved/appropriate
individuals have access to the select agents, and any applicable laws, regulations and policies equivalent to 42
CFR 73. If this work will not, in fact, involve select agents (e.g. excluded strains), and you provide
documentation satisfactory to the NIH that your work does not now nor will it in the future (i.e. throughout the
life of the award) involve select agents, no further action will be necessary.

In addition to the above requirements, research involving both select agents and recombinant or synthetic
nucleic acid molecules is also subject to the NIH Guidelines for Research Involving Recombinant or Synthetic
Nucleic Acid Molecules (NIH Guidelines) (see Section 2.9 Research Involving Recombinant or Synthetic
Nucleic Acid Molecules, including Human Gene Transfer Research in this subsection for applicability of these
guidelines).

For additional information regarding select agent research, see the following Web sites maintained by NIH,
CDC, and USDA:

NIH Office of Extramural Research Select Agent Information: http://grants.nih.gov/grants/policy/select_agent/

Center for Disease Control Select Agent Program:
http://www.cdc.gov/od/sap/index.htm

Center for Disease Control Select Agent Program Guidelines: http://www.cdc.gov/od/sap/guidelines.htm

Center for Disease Control Select Agent Program Public Laws and Regulations:
http://www.cdc.gov/od/sap/regulations.htm

Center for Disease Control Select Agent Program Related Links: http://www.cdc.gov/od/sap/regulations.htm

Animal and Plant Health Inspection Service (APHIS) Select Agent Program:
http://www.aphis.usda.gov/programs/ag_selectagent/

2.13.1 Dual Use Research of Concern

On September 24, 2014, the Federal government issued a policy for the oversight of life sciences "Dual Use
Research of Concern™ (DURC). This policy will be implemented on all NIH competing and non-competing
awards issued on or after September 24, 2015. In signing the application Face Page (or for electronic
applications, by checking the “I agree” box on line 17 of the SF424 (R&R) Form), the Authorized Organization
Representative (AOR) of the applicant organization certifies that the institution will comply with this policy.
Applicant organizations also certify they will comply with this policy when submitting a Research Performance
Progress Report (RPPR) for a non-competing continuation award.

DURC is defined as life sciences research that, based on current understanding, can be reasonably anticipated to
provide knowledge, information, products, or technologies that could be directly misapplied to pose a significant
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threat with broad potential consequences to public health and safety, agricultural crops and other plants, animals,
the environment, materiel, or national security.

The policy applies to research that involves one or more of 15 agents listed in the policy that can also be
reasonably anticipated to produce one or more of 7 effects described in the policy. Research involving these
agents and effects will be reviewed by NIH to determine whether it meets the definition of DURC. For research
that may be considered DURC, NIH will work collaboratively with the institution and investigators to develop a
risk mitigation plan, which may be implemented through a term of award. For example, NIH may request that
institutions periodically review a project for its DURC potential, propose any modifications to the risk
mitigation plan, and share any resulting manuscripts with the designated awarding component’s Program
Official prior to submitting the manuscript to a journal.

For additional information regarding DURC:

. NIH Guide Notice NOT-OD-15-017: NIH Implementation of the US Government Policy on
Institutional Oversight of Life Sciences Dual Use Research of Concern

. Public Health Emergency S3: Science, Safety, and Security program:
http://www.phe.gov/s3/Pages/default.aspx

. NIH Biosecurity DURC website http://osp.od.nih.gov/office-biotechnology-activities/biosecurity/dual-
use-research-concern

2.14 Program Director/Principal Investigator, Fellow and Sponsor
Assurance

It is a compliance requirement that the applicant organization must secure and retain a written assurance from
the PD/PI prior to submitting an application to the PHS. Therefore, organizations must retain a unique signature
and date for each submitted application. This assurance must be available to the sponsoring agency or other
authorized HHS or Federal officials upon request. Such an assurance must include at least the following
certifications: 1) that the information submitted within the application is true, complete and accurate to the best
of the PD/PI’s knowledge; 2) that any false, fictitious, or fraudulent statements or claims may subject the PD/PI
to criminal, civil, or administrative penalties; and 3) that the PD/PI agrees to accept responsibility for the
scientific conduct of the project and to provide the required progress reports if a grant is awarded as a result of
the application. If multiple PD/PIs are proposed in an application, this assurance must be retained for all named
PD/PIs.

Additionally, for the Fellow and Sponsor on individual Fellowship applications, it is a compliance requirement
that the applicant organization must secure and retain a written assurance from the Fellow and Sponsor prior to
submitting an application to the PHS. Therefore, organizations must retain a unique signature and date for each
submitted application. This assurance must be available to the sponsoring agency or other authorized HHS or
Federal officials upon request. Such an assurance must include at least the following certifications: (1) that the
information submitted within the application is true, complete and accurate to the best of the Fellow’s and
Sponsor’s knowledge; (2) that any false, fictitious, or fraudulent statements or claims may subject the Fellow
and Sponsor to criminal, civil, or administrative penalties; (3) that the Sponsor will provide appropriate training,
adequate facilities, and supervision if a grant is awarded as a result of the application; (4) that the Fellow has
read the Ruth L. Kirschstein National Research Service Award Payback Assurance (See link below, section I.
Service Requirement) and will abide by the Assurance if an award is made; and (5) that the award will not
support residency training.

Other helpful links:
Guide Notice for Payback Obligation: http://grants.nih.gov/grants/guide/notice-files/not93-201.html
Full Payback Agreement: http://grants.nih.gov/grants/funding/416/phs6031.doc.
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2.15 Impact of Grant Activities on the Environment and Historic
Properties

All NIH grants, whether or not they include construction or major alteration and renovation activities, are
subject to the requirements of the National Environmental Policy Act of 1969 (NEPA), as amended. This Act
requires Federal agencies to consider the probable environmental consequences of all grant-supported activities.
As part of NIH’s implementation of this Act, grantees are required to promptly notify NIH of any probable
impacts on the environment from grant-supported activities, or certify that no such activities exist upon receipt
of a grant award. In addition, NIH has determined that most NIH research grants are not expected to individually
or cumulatively have a significant effect on the environment unless any part of the proposed research and/or
project includes one or more of the following categorical exclusions listed below:

1. The potential environmental impacts of the proposed research may be of greater scope or size than other
actions included within a category.

2. The proposed research threatens to violate a Federal, State, or local law established for the protection of the
environment or for public health and safety.

Potential effects of the proposed research are unique or highly uncertain.

4. Use of especially hazardous substances or processes is proposed for which adequate and accepted controls
and safeguards are unknown or not available.

5. The proposed research may overload existing waste treatment plants due to new loads (volume, chemicals,
toxicity, additional hazardous wasted, etc.).

6. The proposed research may have a possible impact on endangered or threatened species.

7. The proposed research may introduce new sources of hazardous/toxic wastes or require storage of wastes
pending new technology for safe disposal.

8. The proposed research may introduce new sources of radiation or radioactive materials.
9. Substantial and reasonable controversy exists about the environmental effects of the proposed research.

This requirement is in addition to the other public policy requirements for grants for construction and alteration
and renovation activities discussed more fully in the NIH Grants Policy Statement, Subpart B, 10. Construction,
Modernization, or Major Alteration and Renovation of Research Facilities.

Additionally, all NIH grant awards should not involve activities that violate provisions of the National Historic
Preservation Act of 1966 or other statutory requirements. All grantees are subject to the requirements of
Executive Order 13287 — Preserve America, requiring notification to NIH of all activities that would affect any
historic property, or certification that no impact will occur upon receipt of the grant award or in a post-award
action without NIH prior approval. For the purposes of the Order, historic property is defined to include any
prehistoric or historic district, site, or object included in, or eligible for inclusion in, the National Register of
Historic Places maintained by the Secretary of the Interior. This term includes artifacts, records, and remains
that are related to and located within such properties. The term includes properties of traditional religious and
cultural importance to an Indian tribe or Native Hawaiian organization and that meet the National Register
criteria.

2.16 Institutions Receiving Awards for Training of Graduate
Students for Doctoral Degrees

As required by Section 403C of the Public Health Service Act, each institution receiving an NIH award for the
training of graduate students for doctoral degrees must provide information on completion rates and time to
degree to all applicants to doctoral programs supported by NIH training awards. Specifically, institutions must
provide applicants with the following information for the programs to which they apply:

Supplemental Instructions for PHS 398 and SF424 (R&R) 11-35


http://grants.nih.gov/grants/policy/policy.htm#gps
http://grants.nih.gov/grants/policy/policy.htm#gps

e The percentage of students admitted for study who successfully attain a doctoral degree, and

e The average time (not including any leaves of absence) between the beginning of graduate study and the
receipt of a doctoral degree.

Institutions affected by this Assurance and information disclosure requirement are doctoral degree granting
institutions that receive any of the following institutional training grant awards or cooperative agreements from
the NIH for the doctoral training of graduate students:

D43, TU2, T15, T32, T37, T90, U2R, U90, and U54/TL1
Institutions are not affected by this requirement if they:
o Receive only individual NIH fellowship awards.

e Provide training only to undergraduate or master’s level students supported through one of the activity
codes listed above.

e Provide only short-term training to doctoral-level health professional students through one of the
activity codes listed above.

e Receive an award for one or more of the activity codes for doctoral training of graduate students, but do
not confer doctoral degrees themselves (e.g., teaching hospitals).

e Receive an institutional training grant award for doctoral training of graduate students from a Public
Health Service Agency other than the NIH.

In complying with this Assurance and information disclosure requirement, institutions may decide how best to
present the required information to applicants and may wish to consider consolidating data by department or
broad program to which candidates apply, or providing additional information in order to provide context.

Grantees with awards for any of the activity codes listed above are also required to provide corresponding
information on trainees supported by each of their awards in Table 12 A - Predoctoral Trainees Supported by
this Training Grant when submitting a renewal application or non-competing continuation progress report
(PHS 2590).

2.17 Kirschstein-NRSA Payback Assurance

This is applicable ONLY to the F32 (postdoctoral fellows) and F33 (senior fellows).

Section 487 of the Public Health Service Act, as, amended (42 U.S.C. 288), and implementing regulations (42
CFR part 66) require satisfactory assurance from a prospective recipient of a Kirschstein-NRSA Individual
Fellowship that, in the first 12 months of Kirschstein-NRSA postdoctoral support, he or she will meet the
following service requirement. Kirschstein-NRSA predoctoral fellows or other fellows who have already had 12
months of Kirschstein-NRSA postdoctoral support do not incur a service payback obligation.

Kirschstein-NRSA Individual Fellowships will be governed by the service payback requirements articulated in
the National Research Service Award Guidelines for Individual Awards and Institutional Grants. These
guidelines can be found in the NRSA portion of the most recent version of the NIH Grants Policy Statement
found at: http://grants.nih.gov/grants/policy/policy.htm#gps. Applicants accepting an approved Kirschstein-
NRSA Individual Fellowship agree to the following assurance:

I._Service Requirement - In accepting a Ruth L. Kirschstein National Research Service Award to support my
postdoctoral research training, | understand that my first 12 months of Kirschstein-NRSA Individual Fellowship
support for postdoctoral research training carry with it a payback obligation. | hereby agree to engage in a month
of health-related research, health-related research training, health-related teaching, and/or health-related
activities for each month | receive a Kirschstein-NRSA Individual Fellowship for postdoctoral research training
up to and including 12 months. If | receive a Kirschstein-NRSA Individual Fellowship for postdoctoral research
training for more than 12 months, | agree that the 13th month and each subsequent month of Kirschstein-NRSA-
supported postdoctoral research training will satisfy a month of my payback obligation incurred in the first 12
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months. This service shall be initiated within 2 years after the end of Kirschstein-NRSA support. The health-
related research, teaching, and/or activities shall be on a continuous basis and shall average more than 20 hours
per week of a full work year.

I1._Financial Payback Provisions - | understand that if | fail to undertake or perform such service in
accordance with Section | above, the United States will be entitled to recover from me an amount determined in
accordance with the following formula:

A=F [(ts)/t]

where "A" is the amount the United States is entitled to recover; "F" is the sum of the total amount paid to me
under the initial 12 months of my postdoctoral Ruth L. Kirschstein National Research Service Award support;
"t" is the total number of months in my service obligation; and "'s" is the number of months of such obligation
served.

Except as provided in Section Il below, any amount the United States is entitled to recover from me shall be
paid within the 3-year period beginning on the date the United States becomes entitled to recover such amount.
The United States becomes entitled to recover such amount 2 years after termination of my Ruth L. Kirschstein
National Research Service Award support if | do not engage in acceptable service payback activities in
accordance with Section I. If | elect to engage in financial repayment before the end of the 2-year period, the
United States becomes entitled to recover such amount on the date of my election. Interest on the amount begins
on the date the United States becomes entitled to recover such amount and is at the rate fixed by the Secretary of
the Treasury after taking into consideration private consumer rates prevailing on that date. | understand that |
will be allowed an initial 30-day interest-free period in which to fully pay such amount, and that | may prepay
any outstanding balance after that period to avoid additional interest. | further understand that | will be subject to
authorized debt collection action(s) (including any accrued interest and late fees) should | fail to comply with
the payback provisions of this Section II.

I11._Conditions for Break in Service, Waiver, and Cancellation - | hereby understand that the Secretary of
Health and Human Services:

A. May extend the period for undertaking service, permit breaks in service, or extend the period for repayment,
if it is determined that:

1. Such an extension or break in service is necessary to complete my clinical training or to participate in a
NIH Loan Repayment Program;

2. Completion would be impossible because of temporary disability; or

3. Completion would involve a substantial hardship and failure to extend such period would be against
equity and good conscience;

B. May waive my obligation, in whole or in part, if it is determined that:
1. Fulfillment would be impossible because | have been permanently or totally disabled; or

2. Fulfillment would involve a substantial hardship and the enforcement of such obligation would be
against equity and good conscience;

C. Will, in the event of my death, cancel any obligation incurred under this payback agreement.

IV. Termination Notice-Annual Report of Employment-Change of Address and/or Name - | agree to
complete and submit a termination notice immediately upon completion of support. Thereafter, on an annual
ba