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6 The Regulation of Research with Human Subjects

By Scott J Lipkin, DPM, CIP[1]

Overview:
Research involving human subjects is governed by various federal regulations, state laws, institutional based
policies, and whenever applicable, accreditation standards. This chapter will provide an overview of the
regulatory framework that governs human research and will:

Review the framework and applicability of the federal regulations, state laws, and institutional policies
that govern human research;

Provide an overview of the role of a Human Research Protection Program (“HRPP”);

Discuss, in depth, the regulatory requirements that institutional review boards follow; and

Review ancillary compliance functions that fall within the purview of the HRPP.

The Human Subject Protection Federal Regulatory Framework
The regulations governing human subjects research are based on the three core ethical principles as set forth in

the Belmont Report.[2] These principles, Respect for Persons, Beneficence, and Justice, collectively form the

foundation on which the Department of Health and Human Services (“HHS”) Common Rule regulations[3] and

the United States Food and Drug Administration’s (“FDA”) human subject protection regulations[4] are based.
Published on April 18, 1979, the Belmont Report was the work product of the National Commission for the
Protection of Human Subjects of Biomedical and Behavioral Research. The National Commission was created in

1974, as part of the National Research Act.[5]

Respect for Persons:Respect for Persons: The principle of respect for persons includes the requirement to treat people as
autonomous, self-governing agents and the requirement to protect individuals with diminished autonomy.

Beneficence:Beneficence: The Belmont Report frames beneficence as an obligation to treat individuals ethically by making
efforts to secure their well-being. Beneficence should be thought of as an obligation to minimize the potential of
harm and to maximize possible benefits.

Justice:Justice: In the context of the Belmont Report, justice refers to the concept of ethical distribution of burdens and
benefits associated with a research study.

In 1981, with the Belmont Report as a foundational background, HHS and the FDA revised their existing human

subjects regulations.[6] In 1991, the core HHS regulations (45 C.F.R. § 46, Subpart A were formally adopted by
more than a dozen other federal departments and agencies that conduct or fund research involving human
subjects as the Federal Policy for the Protection of Human Subjects, or “Common Rule.” On January 19, 2017 HHS
and 15 other Federal Departments and Agencies issued final revisions to the Common Rule, which after several

delays, became fully effective January 21, 2019.[7]
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FDA and HHS regulations governing human research are not harmonized with one another. There exist key

differences related to scope, definitions, exemptions, informed consent, and other provisions.[8] Alignment of
the two disparate sets of rules is anticipated as a requirement of Section 3023 of the 21st Century Cures Act, which

directs the HHS Secretary to harmonize the differences between the HHS and FDA Human Subject Regulations.[9]

Taking a closer look at the federal regulatory framework, the HHS regulations for the protection of human
subjects (45 C.F.R. § 46) includes five subparts; the FDA regulations for the protection of human subjects (21
C.F.R. § 50) includes four subparts; and the FDA regulations for institutional review boards includes five subparts
(21 C.F.R. § 56).

45 C.F.R. § 46 21 C.F.R. § 50 21 C.F.R. § 56

Subpart

A

Basic HHS Policy for Protection of Human Research Subjects General Provisions General Provisions

Subpart

B

Additional Protections for Pregnant Women, Human Fetuses and

Neonates Involved in Research

Informed Consent of

Human Subjects

Organization and Personnel

Subpart

C

Additional Protections Pertaining to Biomedical and Behavioral

Research Involving Prisoners as Subjects

Reserved IRB Functions and

Operations

Subpart

D

Additional Protections for Children Involved as Subjects in Research General Provisions Records and Reports

Subpart

E

Registration of Institutional Review Boards n/a Administrative Actions for

Noncompliance

Applicability of Federal Regulations, State Laws, and Institutional Policies
Governing Human Research
It is essential to understand how to determine whether the HHS or FDA regulations apply to a given human

subject[10] research[11] study. HHS regulations apply whenever research involving human subjects is conducted,
supported, or otherwise subject to regulation by any federal department or agency that takes appropriate

administrative action to make the policy applicable to such research.[12] FDA regulations apply to all clinical
investigations regulated by the FDA under sections 505(i) and 520(g) of the Federal Food, Drug, and Cosmetic
Act, as well as clinical investigations that support applications for research or marketing permits for products

regulated by the Food and Drug Administration.[13] At times, a human research study might be subject to the

requirements of both the HHS and FDA regulations.[14] When both sets of regulations apply to the same study,
institutional review boards (“IRBs”) and investigators must apply those specific regulations that offer the
greatest protections to participants. Federal regulations do not apply to research that doesn’t fall under the
jurisdictional oversight of HHS or FDA. However, most institutions that support human research have established
policies that require protections, equivalent to those set forth in HHS and FDA regulations for human research
studies that are not otherwise subject to federal regulatory requirements.
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In addition to federal oversight, several states have enacted into law specific requirements related to human

subject research. For example, the California Human Experimentation Act[15] requires that a “experimental
subject’s bill of rights” be provided to all research subjects in medical experiments and it describes the hierarchy
of surrogate decision makers who are able to provide informed consent. Many state-specific laws have direct
bearing on the conduct of human research, including for example laws related to the legal age of consent,
emancipated minors, genetic testing, diagnosing and treatment of certain sexually transmitted diseases, and
others.

The Federalwide Assurance
Before an institution engages in federally funded research, i.e., research that is funded or supported by a Common
Rule federal agency, the institution must sign a Federalwide Assurance (“FWA”) and submit it to theHHS Office
for Human Research Protections (“OHRP”). An FWA is a contract between an institution proposing to conduct
federally funded research and the federal government, via HHS, whereby the institution commits to the federal
government that the institution (via its employees and agents) will comply with 45 C.F.R. § 46 when conducting
FWA covered research.

The key features of the FWA are the following:

a. Identifying information for the institution filing the FWA, including the human protections administrator
(“HPA”) at the institution and the institutional official (“IO”) signing the FWA;

b. A list of the institution’s legal components that operate under different names that will be covered by the
FWA and the city and state or country where the component is located. Legal components are generally
defined as parts of an institution that may be viewed as separate organizations, but remain part of the legal
entity or institution. For example, ABC University can list its XYZ University Hospital, KLM School of
Public Health, and EFG Institute for International Studies as components;

c. A statement of ethical principles to be followed in protecting human subjects of research;

d. An applicability statement indicating that the FWA applies whenever the institution becomes engaged in
human subjects research conducted or supported by any United States federal department or agency that
has adopted the Common Rule, i.e., 45 C.F.R. § 46, Subpart A, unless the research is exempt from Common
Rule requirements or a Common Rule agency or department determines the research will be conducted
under a separate assurance of compliance. U.S. institutions may voluntarily extend the Common Rule to all
research conducted by the institution regardless of the source of support;

e. An assurance of compliance indicating that the institution will comply with the terms of the FWA;

f. The designation of all internal IRBs that will review the research covered by the FWA. If the institution has
no internal IRB, it must designate the external IRB that reviews all research covered by the FWA. If the
institution relies upon multiple external IRBs, the institution should designate the external IRB that
reviews the largest percentage of the research covered by the FWA. All IRBs designated on an institution’s
FWA must be registered with OHRP before the FWA can be approved. All IRBs reviewing research covered
by an institution’s FWA must be registered with OHRP whether or not they are designated on the
institution’s FWA;

g. Whenever the institution relies upon an IRB operated by another institution or organization for review of
research covered by the FWA, the institution must ensure that this arrangement is documented by a
written agreement between the institution and the other organization or institution operating the IRB. The
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agreement must outline their relationship and include a commitment that the IRB will adhere to the
requirements of the Institution’s FWA. This agreement must be kept on file at both
institutions/organizations and made available to OHRP or any U.S. federal department or agency
conducting or supporting research covered by the FWA upon request.

An FWA must be signed by a high-level institutional official authorized to represent the institution and the
components named in the FWA; this individual is identified on the FWA as the signatory official (better known as
the institutional official). Entities that the IO is not authorized to represent may not be covered under the FWA.
This person signing an FWA is usually the president, chief executive officer, chief operating officer or chancellor.
The IO must assure that human subjects research to which the FWA applies is conducted in accordance with the

terms of the assurance.[16]

The intent in requiring that the IO be a high-level individual is two-fold. First, OHRP encourages institutions to
promote a culture of conscience for the ethical conduct of human subjects research at the highest level within the
institution. Second, the IO should be at a level of responsibility that would allow authorization of necessary
administrative or legal action, should that be required. Moreover, OHRP recommends that the IO not be the chair
or member of any IRB designated under the FWA.

Human Research Protection Programs
A human research protection program (“HRPP”) supports an institution-wide approach to protecting human
research participants. This is accomplished through synchronization of resources and business units who play a
role in human research. Typically, the IRB Office provides the primary administrative support for the HRPP,
including the work of the IRB committee. Other components of the HRPP include investigators, the HIPAA
privacy board, the conflicts of interest committee, the Office of General Counsel, the Research Compliance Office,
scientific review committees, investigational pharmacy, the Office of Sponsored Programs, and others.

The Institutional Review Board
The IRB is the research ethics review committee whose primary purpose is to provide protections to human
research participants. The work of the IRB should always be framed within the context of the applicable
regulatory oversight requirements. Under FDA regulations, an IRB is an appropriately constituted group that has
been formally designated to review and monitor biomedical research involving human subjects. In accordance
with FDA regulations, an IRB has the authority to approve, require modifications in (to secure approval), or
disapprove research. This group review serves an important role in the protection of the rights and welfare of

human research subjects.[17]

Explicit rules are set forth that describe the requirements of IRB functions including, for example, membership,
written policies and procedures, the basis for IRB approval of research, informed consent requirements, IRB
meeting minutes requirements, and retention of IRB records. The following sections detail the core functions of
an IRB. Additional IRB functions related to FDA-regulated clinical investigations are not covered in this

chapter.[18]

IRB MembershipIRB Membership

HHS regulations at 45 C.F.R. 46.107(a) and FDA regulations at 21 C.F.R. 56.107(a) provide, among other things,
that each IRB shall have at least five members, with varying backgrounds to promote complete and adequate
review of research activities commonly conducted by the institution. In addition, the regulations provide that the
IRB be sufficiently qualified through the experience and expertise of its members to promote respect for its
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advice and counsel in safeguarding the rights and welfare of human subjects and be able to ascertain the
acceptability of proposed research in terms of institutional commitments and regulations, applicable law, and
standards of professional conduct and practice. If an IRB regularly reviews research that involves a vulnerable
category of subjects (i.e., children, pregnant women, prisoners), consideration should be given to the inclusion of
one or more committee members who are knowledgeable about and experienced in working with these subjects.
Each IRB must include at least one member whose primary concerns are in scientific areas and at least one
member whose primary concerns are in nonscientific areas. Additionally, each IRB must include at least one
member who is not otherwise affiliated with the institution and who is not part of the immediate family of a
person who is affiliated with the institution.

IRB Written ProceduresIRB Written Procedures

HHS regulations at 45 C.F.R. § 46.108(a)(3) and (4); and FDA regulations at 21 C.F.R. § 56.108 require that IRBs
follow written procedures that adequately describe the following activities:

Conducting initial review of research;

Conducting continuing review of research;

Reporting findings and actions to the investigator and the institution;

Determining which projects require review more often than annually;

Determining which projects need verification from sources other than the investigators that no material
changes have occurred since the previous IRB review;

Ensuring prompt reporting to the IRB of proposed changes in a research activity, and for ensuring that
such changes in approved research, during the period for which IRB approval has already been given, are
not initiated without IRB review and approval except when necessary to eliminate apparent immediate
hazards to the subject; and

Ensuring prompt reporting to the IRB, appropriate institutional officials, any department or agency head
and OHRP (for research covered by an institution’s FWA) and the FDA (for FDA-regulated research) of: (a)
any unanticipated problems involving risks to subjects or others (“UPs”); (b) any instance of serious or
continuing noncompliance with 45 C.F.R. § 46 and/or applicable FDA regulations or the requirements or
determinations of the IRB; and (c) any suspension or termination of IRB approval.

Both OHRP and FDA recommend that IRB written procedures be sufficiently detailed so that the procedures
provide IRB members and administrative staff with an understanding of how to carry out their duties

consistently and effectively in ways that ensure that the rights and welfare of subjects are protected.[19]

Moreover, it is believed that such step-by-step operational details in written procedures will help IRBs operate in
compliance with governing regulations. This is why IRB written procedures that simply reiterate the regulations
are found insufficient, i.e., such “procedures” do not provide sufficient detail about the IRBs’ operations and how
those operations satisfy regulatory requirements.

Research Exempt from IRB ReviewResearch Exempt from IRB Review

HHS regulations permit exemptions from IRB review for research where the only involvement of human subjects

falls within one of the following categories:[20]
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Educational research

Interactions: educational tests, surveys, observation of public behavior

Benign behavioral interventions

Secondary research when informed consent is not required

Federal research and demonstration projects

Taste and food quality evaluation and consumer acceptance studies

Storage or maintenance when broad consent is required

Secondary research when broad consent is required

Providing an exempt determination is not a requirement of the IRB. In practice, most exempt determinations are
made by an IRB chair, IRB administrator, or experienced IRB staff. Exemptions should be granted by
knowledgeable individual(s) who have been granted authority through institutional policy. Some categories of

exemption require Limited IRB ReviewLimited IRB Review.[21] Limited IRB review must be performed by an IRB member. When
conducting limited IRB review, the IRB reviewer must determine that:

There are adequate provisions to protect the privacy of subjects and to maintain the confidentiality of data;

For exemptions granted under 45 C.F.R. § 46.104(d)(7)(8), limited IRB review must also include a
determination that broad consent for storage, maintenance, and secondary research use of identifiable
private information or identifiable biospecimens must be obtained and documented in accordance with the

applicable regulatory requirements.[22]

Limited IRB review can be conducted by the expedited procedure and continuing review is not required for
research approved by limited IRB review.

Review by the Expedited ProcedureReview by the Expedited Procedure

HHS regulations at 45 C.F.R. § 46.108(b) and FDA regulations at 21 C.F.R. § 56.108(c) require that the IRB review
proposed research at convened meetings at which a majority of the members of the IRB are present, including at
least one member whose primary concerns are in nonscientific areas, except where expedited review is
appropriate under HHS regulations at 45 C.F.R. § 46.110/FDA regulations at 21 C.F.R. § 56.110. FDA regulations
permit the use of expedited review procedures for initial or continuing review to specific research categories

published in the Federal Register at 63 FR 60364-60367 [23] when the research is determined to involve no more

than minimal risk. Expedited review is permitted under HHS regulations for minimal risk[24] research that fits in
types of research that appear on the Secretary’s list, for minor changes in previously approved research, or for
research where limited IRB review was a condition of exemption. An expedited reviewer is authorized to exercise
all of the authorities of the IRB except that the reviewer may not disapprove the research. Research may only be
disapproved after review has been performed in accordance with the non-expedited procedures by the convened
IRB. OHRP recommends that the IRB document—for initial and continuing reviews conducted under an
expedited review procedure—the specific permissible categories justifying the expedited review. Continuing

review of research approved by the expedited procedure is not required.[25]

IRB Approval CriteriaIRB Approval Criteria
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FDA regulations at 21 C.F.R. § 56.111 delineate that the following criteria must be satisfied before an IRB can
approve research:

Risks to subjects are minimized;

Risks to subjects are reasonable in relation to anticipated benefits, if any, to subjects, and the importance
of the knowledge that may reasonably be expected to result;

Selection of subjects is equitable;

Informed consent will be sought from each prospective subject or the subject’s legally authorized
representative, unless waived or altered by the IRB;

Informed consent will be appropriately documented unless waived or altered by the IRB;

When appropriate, the research plan makes adequate provision for monitoring the data collected to ensure
the safety of subjects;

When appropriate, there are adequate provisions to protect the privacy of subjects and to maintain the
confidentiality of data;

When some or all subjects are likely to be vulnerable to coercion or undue influence, additional safeguards
are included in the study to protect the rights and welfare of such subjects.

In addition to the above, HHS regulations at 45 C.F.R. § 46.111(a)(8) include an additional approval criterion for

research approved using the limited IRB procedure.[26]

Informed ConsentInformed Consent

HHS regulations at 45 C.F.R. § 46.116(a) and FDA regulations at 21 C.F.R. § 50.20 set forth requirements for legally
effective informed consent. In the context of informed consent process, HHS regulations require that:

Informed consent should only be obtained under circumstances that provide the prospective participant
sufficient time to discuss and consider whether or not to participate;

Informed consent should only be obtained under circumstances that minimize the possibility of coercion
or undue influence;

The information given during the informed consent process must be in language understandable to the
subject or the legally authorized representative;

The prospective subject or the legally authorized representative must be provided with the information
that a reasonable person would want to have in order to make an informed decision about whether to
participate, and an opportunity to discuss that information;

Informed consent may not include exculpatory language; and

Informed consent must begin with a concise and focused presentation of the key study-related
information (except when broad consent is obtained).

Both HHS and FDA regulations require that when seeking informed consent, certain basic and additional

elements/information be provided to each subject[27] unless the IRB approves a consent procedure that waives or
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alters, some or all of the of the informed consent elements.

Informed consent requirements differ between HHS and FDA regulations. Specifically, FDA regulations do not
require that the informed consent process begin with a concise and focused presentation of the key study-related
information, nor do they require a reasonable person standard when information is presented to prospective
subjects. Moreover, HHS regulations set forth additional requirements for elements of informed consent related
to:

Secondary research use of data and biospecimens;[28]

Commercial profit related to biospecimens;

Return of clinically relevant research results to participants; and

Whole genome sequencing of biospecimens.[29]

IRB Approval ActionsIRB Approval Actions

An IRB must review (and approve) proposed research, including proposed changes to previously approved
research, at convened meetings at which a majority of the members of the IRB are present, including at least one
member whose primary concerns are in nonscientific areas, except when expedited review is authorized (45
C.F.R. 46.108(b) and 21 C.F.R. 56.108(c)).

According to OHRP, approval with conditions means that “at the time when the IRB reviews and approves a
research study (or proposed changes to a previously approved research study), the IRB requires as a condition of
approval that the investigator (a) make specified changes to the research protocol or informed consent
document(s), (b) confirm specific assumptions or understandings on the part of the IRB regarding how the
research will be conducted, or (c) submit additional documents, such that, based on the assumption that the
conditions are satisfied, the IRB is able to make all of the determinations required for approval under the HHS
regulations at 45 C.F.R. 46.111 and, if applicable, subparts B, C, or D of 45 C.F.R. § 46.”

When the IRB grants contingent approval, the IRB should provide the researcher specific modifications required
to secure approval. For example, “Participants must be 18 years or older” or “Drop the placebo-controlled arm of
the study.” Inappropriate use of contingent approval includes statements like, “Explain why participants
younger than 18 years of age will be allowed to participate,” or “Provide additional justification for the use of

placebo.”[30]

Continuing Review of ResearchContinuing Review of Research

HHS regulations at 45 C.F.R. 46.109(e) and FDA regulations at 21 C.F.R. 56.109(f) require that continuing review of
research be conducted by the IRB at intervals appropriate to the degree of risk, but not less than once per year.
The regulations make no provision for any grace period extending the conduct of the research beyond the
expiration date of IRB approval. Additionally, where the convened IRB specifies conditions for approval of a
protocol that are to be verified as being satisfied by the IRB chairperson or another IRB member designated by the
chairperson, continuing review must occur no later than one year after the date the protocol was reviewed by the
convened IRB, not on the anniversary of the date the IRB chairperson or his or her designee verifies that IRB-
specified conditions for approval have been satisfied. Under HHS regulations, continuing review is not required
for:

Research previously reviewed under the expedited procedure;
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Research reviewed under limited IRB review;

Research that has progressed to the point of data analysis and/or access follow-up clinical data from non-
research clinical interventions.

IRB Reporting RequirementsIRB Reporting Requirements

HHA and FDA regulations[31] require IRBs to establish and follow written procedures to ensure prompt reporting
to the IRB, institutional officials, and the appropriate regulatory agency or agencies of, (i) serious and
continuing noncompliance, (ii) suspensions or terminations of IRB approval, and (iii) unanticipated problems
involving risks to participants and others. Neither set of regulations defines prompt reporting, serious
noncompliance, nor continuing noncompliance, and it is left to local institutional policy to create and implement
policies that define those specific terms.

IRB Meeting MinutesIRB Meeting Minutes

HHS regulations at 45 C.F.R. 46.115(a)(2) and FDA regulations at 21 C.F.R. 56.115(a)(2) require that minutes of IRB
meetings be in sufficient detail to show attendance at the meetings; actions taken by the IRB; the vote on these
actions including the number of members voting for, against, and abstaining; the basis for requiring changes in
or disapproving research; and a written summary of the discussion of controverted issues and their resolution.
Thus, per regulations these five items must be documented in IRB meeting minutes.

Moreover, a final guidance document, titled “Minutes of Institutional Review Board (IRB) Meetings—Guidance

for Institutions and IRBs,” which was prepared jointly by the OHRP and FDA,[32] describes requirements for
developing and maintaining IRB minutes and provides recommendations for meeting the regulatory
requirements for developing and maintaining IRB minutes. Thus, in addition to the five regulatory requirements
noted above, OHRP and FDA recommend that the following information be contained in IRB meeting minutes:

IRB findings/determinations regarding whether proposed research satisfies all applicable IRB approval
criteria;

IRB findings/determinations as to whether proposed informed consent form(s) meet applicable regulatory
requirements;

IRB decisions regarding waiver of documentation of informed consent;

IRB decisions regarding waiver or alteration of informed consent;

IRB findings/determinations for studies involving children;

IRB findings/determinations relating to emergency research;

IRB significant risk/non-significant risk determinations, along with the IRB rationale for its
determinations;

IRB findings/determinations for studies involving pregnant women, human fetuses and neonates;

IRB findings/determinations for studies involving prisoners; and

Reports of expedited review activities that occurred outside of the convened IRB.
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IRB RecordsIRB Records

HHS regulations at 45 C.F.R. 46.115(a) and FDA regulations at 21 C.F.R. 56.115(a) provide that an institution, or
when appropriate an IRB, shall prepare and maintain adequate documentation of IRB activities, including the
following:

Copies of all research proposals reviewed, scientific evaluations, if any, that accompany the proposals,
approved sample consent documents, progress reports submitted by investigators, and reports of injuries
to subjects;

Minutes of IRB meetings, which shall be in sufficient detail to show attendance at the meetings; actions
taken by the IRB; the vote on these actions including the number of members voting for, against, and
abstaining; the basis for requiring changes in or disapproving research; and a written summary of the
discussion of controverted issues and their resolution;

Records of continuing review activities;

Copies of all correspondence between the IRB and the investigators;

A list of IRB members;

Written procedures for the IRB; and

Statements of significant new findings provided to subjects.

Other Compliance Considerations Related to the IRB and Human Research Protection
Program
IRBs as part of the HRPP are commonly relied upon to perform and oversee compliance functions that are not
otherwise directly prescribed by federal regulations. For example, the IRB office might assume primary oversight
of investigator training, the HIPAA privacy board, individual investigator conflicts of interest, allegations of
noncompliance, harmonization of a clinical research contract with the IRB approved informed consent, and
others. This section summarizes some of these core ancillary functions.

HIPAA Privacy BoardHIPAA Privacy Board

The Health Insurance Portability and Accountability Act (“HIPAA”) Privacy Rule establishes the conditions under
which protected health information (“PHI”) may be used or disclosed by covered entities for research purposes.
Under the Privacy Rule, covered entities are permitted to use and disclose PHI for research in accordance with an
individual’s signed authorization, which may be incorporated into a research informed consent form or without
individual authorization under limited circumstances.

Commonly, IRBs act as a privacy board for HIPAA-related research issues. The privacy board reviews and
approves the proposed access, use, and disclosure of the PHI. As a privacy board, the IRB is responsible for
determining whether research subjects are required to sign an authorization for the use and disclosure of their
PHI, or if one of the exceptions to the authorization requirements applies. Examples of these exceptions include
waivers of authorization and the use of de-identified data or limited data sets.

Harmonization of a Clinical Trial Agreement with IRB Approved Informed ConsentHarmonization of a Clinical Trial Agreement with IRB Approved Informed Consent

Both FDA and HHS informed consent regulations require IRBs to approve consent forms that, among other
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things, include information that, (i) describes additional costs that study participants might incur and (ii)

describes available compensation for study-related injuries and complications.[33]

The provisions related to subject injury and costs to participants are set forth in the terms and conditions of the
clinical trial agreement (“CTA”) and study budget. To fully understand potential costs that research participants
may incur, a coverage analysis or other procedures that document costs to participants should then be

performed.[34] Negotiation of CTAs, budget development, and coverage analysis are procedures performed as
part of research administrative pre-award processes. To meet applicable informed consent requirements,
procedures should be developed to ensure that the final CTA, budget, and coverage analysis are shared with select
representatives from the IRB. IRB staff, pre-award personnel, or others should then reconcile these documents
to ensure harmonization of subject injury and cost to participant language with the corresponding sections in the
informed consent.

Investigator Training and EducationInvestigator Training and Education

Although not required by regulation, OHRP recommends that FWA holding institutions establish training and
oversight requirements and mechanisms to ensure that investigators maintain continuing knowledge of, and
compliance with:

relevant ethical principles;

relevant federal regulations;

written IRB procedures;

OHRP guidance;

other applicable guidance;

state and local laws; and

institutional policies for the protection of human subjects.[35]

Most institutions that support human research establish training requirements for investigators. Frequently,
institutional responsibility for administrative oversight of these training requirements reside in the IRB office
and completion of assigned training is a prerequisite that must be completed prior to submission to the IRB.

Managing NoncomplianceManaging Noncompliance

IRBs are frequently relied upon to manage allegations of noncompliance. Specifically, in response to an
allegation of research noncompliance the IRB office will coordinate the investigation and then present its
findings to the IRB committee for review, determination and management. In essence, IRB committees
frequently serve as research compliance oversight committees.

Conflicts of InterestConflicts of Interest

The purpose of the regulations at 42 C.F.R. § 50 Subpart F, Promoting Objectivity in Research, are to promote
objectivity by establishing standards for preventing financial conflicts of interest (COIs) having an impact on the
design, conduct, and/or reporting of research funded under Public Health Service grants. These standards are
intended to ensure that investigators’ work will be free of bias resulting from COIs. Many institutions that
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support human research apply the requirements of 42 C.F.R. § 50 Subpart F to all research, regardless of the
funding source.

At a minimum, the IRB should receive a copy of COI management plans during its review of research. At some
institutions, personnel from the IRB office are required to serve as the COI program administrator, while at other
institutions, the IRB committee is required to serve as the research COI committee.
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