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OFFICE OF SCIENCE AND
TECHNOLOGY POLICY

Federal Policy for the Protection of
Human Subjects

AGENCY: Office of Science and
Technolo(?y Policy, Executive Office of
the President.

ACTION: Notice of Federal Policy for
Protection of Human Subjects.

SUMMARY: The Office of Science and
Technology Policy intends to accept as
the Final Model Federal Policy for the
Protection of Human Subjects the

common rule to be promulgated after
consideration of public comment on the
Notice of Proposed Rulemaking set forth
in this part of this issue of the Federal
Register. The proposed common rule
was developed by the Interagency
Human Subjects Coordinating
Committee of the Council on Science,
Engineering and Technology, in
response to public comment on the
Notice of Proposed Model Policy for
Department and Agency implementation
published in the Federal Register on
June 3, 1986 (51 FR 20204).

Note that the Central Intelligence
Agency is required by Executive Order

12333 to conform to the guidelines
issued by the Deportment of Health and
Human Services (HHS).

ADDRESS: Requests for additional
information should be addressed to Dr.
Joan P. Porter, Staff Director,
Interagency Human Subjects
Coordinating Committee, Building 31,
Room4B09, Bethesda, Maryland 20892.
Telephone: 301-496-7005.

William R. Graham,
Director, Office of Science and Technology
Policy, Executive Office of the President.

[FR Doc. 88-25551 Filed 11-9-88; 8:45 am]
BILLING CODE 4140-01-M
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Federal Policy for the Protection of
Human Subjects

AGENCIES: United States Department of
Agriculture, Department of Energy,
National Aeronautics and Space
Administration, Department of
Commerce, Consumer Product Safety
Commission, Agency for International
Development. Department of Housing

and Urban Development, Department of
Justice, Department of Defense,
Department of Education, Veterans’
Administration, Environmental
Protection Agency, National Science
Foundation, Department of Health and
Human Services, Department of
Transportation.

ACTION: Notice of proposed rulemaking.

SUMMARY: This document sets forth a
common Federal Policy for the
Protection of Human Subjects (Model
Policy) accepted by the Office of
Science and Technology Policy and
proposes the adoption of that Policy in
regulation by each of the listed
Departments and Agencies. A Proposed
Model Federal Policy published on June
3, 1986 (51 FR 20204) was revisedin
response to public comments. The Policy
as revised is now set forth as a common
Notice of Proposed Rulemaking.
Additional public comments are
solicited concerning adoption of the
Policy by each of the listed Departments
and Agencies and the proposed
departures from the Policy described
herein. For related documents, see other
sections of this part of this Federal
Register issue.

DATE: To be assured of consideration,
comments must be in writing and must
be received on or before 5:00 p.m. on
January9,1989.

ADDRESSES: Please send comments or
requests for additional information to:
Dr. Joan P. Porter, Office for Protection
from Research Risks, National Institutes
of Health, Building 31, Room 4B09,
Bethesda, MD 20892. Comments directed
toward adoption of the common Federal
Policy by a particular Department or
Agency should clearly identify that
Department or Agency. Comments
should refer to specific sections in the
proposed regulations. Comments
received will be available for public
inspection at the National Institutes of
Health, Building 31, Room4B09,
Bethesda, Maryland, from 9:00 a.m. to
4:00 p.m., Monday through Friday except
legal holidays.

PAPERWORK REDUCTION ACT
REQUIREMENTS: Sections —.103(b);
_.109&df;_.1_13;__.115_;_.116;
and —_.117 contain information
collection requirements subject to
approval by the Office of Management
and Budget under the terms of the
Paperwork Reduction Act. Comments on
these requirements should be submitted
to Dr. Joan Porter at the address noted
and to Mr. Richard Eisinger, Office of
Management and Budget, Executive
Office of the President, Room 3002, New
Executive Office Building, Washington,
DC20503.

FOR FURTHER INFORMATION CONTACT:
Dr.JoanP. Porter, (301) 496-7005.

SUPPLEMENTARY INFORMATION:
Background

The purpose of the common Notice of
Proposed Rulemaking is to request
public comment on implementation of a
common Federal Policy (Model Policy)
for the protection of human subjects of
research conducted, supported or
regulated by the following Federal
Departments and Agencies: United
States Department of Agriculture,
Department of Energy, National
Aeronautics and Space Administration,
Department of Commerce, Consumer
Product Safety Commission, Agency for
International Development, Department
of Housing and Urban Development,
Department of Justice, Department of
Defense, Department of Education,
Veterans’ Administration,
Environmental Protection Agency,
National Science Foundation,
Department of Health and Human
Services, Department of Transportation.
Each of these Departments and
Agencies would adopt the common rule
in total except as indicated in the
departures for the Department of
Education published herein, as
regulations to be codified as listed
above.

The Food and Drug Administration
(FDA) Notice of Proposed Rulemaking to
modify current regulations to conform to
the Federal Policy is presented
elsewhere in this part. Public comment
is requested concerning the FDA Notice
of Proposed Rulemaking. Comment
regarding the Department of Education
departures is also solicited.

Adoption of the common Federal
Policy by these Departments and
Agencies will implement a
recommendation of the President’s
Commission for the Study of Ethical
Problems in Medicine and Biomedical
and Behavioral Research which was
established on November 9, 1978, by
Pub. L. 95-622. One of the charges to the
President’s Commission was to report
biennially to the President, the
Congress, and appropriate Federal
Departments and Agencies on the
protection of human subjects of
biomedical and behavioral research. In
carrying out that charge, the President’s
Commission was directed to conduct a
review of the adequacy and uniformity
(1) of the rules, policies, guidelines, and
regulations of all Federal Departments
and Agencies regarding the protection of
human subjects of biomedical or
behavioral research which such
departments and agencies conduct or
support, and (2) of the implementation of
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such rules, policies, guidelines, and
regulations by such agencies, such
review to include appropriate
recommendations for legislation and
administrative action.

In December 1981 the President’s
Commission issued its First Biennial
Report on the Adequacy and Uniformity
of Federal Rules and Policies, and their
Implementation, for the Protection of
Human Subjects in Biomedical and
Behavioral Research, Protecting Human
Subjects.

In accord with Pub. L. 95-622, each
Federal Department or Agency which
receives recommendations from the
President’s Commission with respect to
its rules, policies, guidelines or
regulations, must publish the
recommendations in the Federal
Register and provide an opportunity for
interested persons to submit written
data, views and arguments with respect
to adoption of the recommendations. On
March 29, 1982 (47 FR 13272-13305), the
Secretary, HHS published the
recommendation on behalf of the
affected Departments and Agencies.

In May 1982 the Chairman of the
Federal Coordinating Council for
Science, Engineering, and Technology
(FCCSET), appointed an Ad Hoc
Committee for the Protection of Human
Research Subjects under the auspices of
the FCCSET. The Committee, chaired by
Dr. Edward N. Brandt, Jr., Assistant
Secretary for Health, Department of
Health and Human Services (HHS), was
composed of the representatives and ex-
officio members of affected Departments
and Agencies. In consultation with the
Office of Science and Technology Policy
(OSTP) and the Office of Management
and Budget, the Ad Hoc Committee,
after considering all public comments,
developed responses to the
recommendations of the President’s
Commission. After further review and
refinement, OSTP responded on behalf
of all the affected Department and
Agency heads to the recommendations
of the President’s Commission, including
the recommendation that:

The President should, through appropriate
action, require that all federal departments
and agencies adopt as a common core the
re%ulatlons governing research with human
subjects issued by the Department of Health
and Human Services (codified at 45 CFR 46),
as periodically amended or revised, while
permitting additions needed by any
department or agency that are not
inconsistent with these core provisions.

The Ad Hoc Committee agreed that
uniformity is desirable among
Departments and Agencies to eliminate
unnecessary regulation and to promote
increased understanding and ease of
compliance by institutions that conduct

federally supported or regulated
research involving human subjects.
Therefore, the Ad Hoc Committee
developed a Model Federal Policy,
which applies to research involving
human subjects that is conducted,
supported or regulated by Federal
Departments and Agencies. In
accordance with the Commission’s
recommendation, the Model Federal
Policy is based on Subpart A of the
regulations of HHS for the protection of
human research subjects (45 CFR Part
46). The Proposed Model Federal Policy
developed by the Ad Hoc Committee
was modified by OSTP to enhance
uniformity of implementation among the
affected Federal Departments and
Agencies and to CFrovide consistency
with other related policies. The revised
Model Federal Policy was concurred in
by all affected Federal Departments and
Agencies in March 1985.

An Interagency Human Subjects
Coordinating Committee was chartered
in October 1983 under the auspices of
FCCSET to follow the Ad Hoc
Committee. It is composed of
representatives of all Federal
Departments and Agencies that conduct,
support or regulate research involving
human subjects. The Committee is
advisory to Department and Agency
Heads and, among other responsibilities,
will evaluate the implementation of the
Model Federal Policy and recommend
modification as necessary.

On June 3, 1986, OSTP published for
public comment in the Federal Register
(51 FR 20204) a Proposed Model Federal
Policy for Protection of Human Subjects
and Response to the First Biennial
Report of the President’s Commission.
Over 200 written comments were
received concerning the publication. The
Interagency Human Subjects
Coordinating Committee considered
these comments in the revisions of the
common Federal Policy which is
proposed here for adoption by each of
the Departments and Agencies listed.
Response to the public comments and
discussion of revisions made in the
Proposed Model Federal Policy follow.

General Description of Responses

Two hundred and thirty four
comments were received during the
sixty day period following publication of
the Proposed Model Federal Policy for
Protection of Human Subjects [51 FR
20204]. Approximately 40 comments
came In after the close of the public
comment period. Of all the responses
192 came from medical schools and
other academic institutions; 15 were
from professional associations; 12 from
Federal, state or county agencies, two
from industry, and two from members of

the public. Seventeen comments came
from individuals who identified
themselves as belonging to Institutional
Review Boards (IRBs), and 36 were
research administrators.

Almost unanimously, the respondents
enthusiastically supported the concept
of a Model Federal Policy. A few noted
that the June 3 Federal Register
publication of the Proposed Model
Federal Policy did not address HHS
intentions on retaining 45 CFR Part 46,
Subpart B, concerning fetuses, pregnant
women and human in vitro fertilization
involved in research Subpart C,
concerning additional protections for
prisoners as research subjects; and
Subpart D, concerning children. HHS
intends to retain Subparts B, C and D.
The Notices of Proposed Rulemaking
published here are the proposed
replacement of the current Subpart A of
the HHS policy. It should also be noted
that the Department of Justice, Bureau of
Prisons, intends to retain additional
protections for prisoners codified at 28
CFRPart512.

Section ___.103—Sixty Day Grace
Period

The vast majority of the comments
(223 of 234) addressed the “60 day grace
period” which is included in HHS
regulations at 45 CFR 46.103(f) but not in
the Proposed Model Federal Policy. The
grace period is the time interval
between an institution’s submission of a
research grant application or contract
proposal to HHS and certification of the
institution’s IRB review and approval
under current HHS regulations.
Institutions that have Multiple Project
Assurances on file with HHS have 60
days to finish IRB review and notify
HHS. Two hundred and nineteen
respondents disagreed with the deletion
of the %race period from the Model
Federal Policy and asked that the grace
period be reinstated in the final Model
Federal Policy. Summaries of their
justifications are given below.

The arguments in favor of retaining
the grace period are primarily based on
the HHS time frame for preparation and
review of research grant applications or
contract proposals, the competitiveness
of the review process and the quality of
IRB review. For HHS-sponsored
research there is usually about a nine
month interval between the date an
application is received and the earliest
date an award can be made. For new
applications, especially those which are
submitted in response to a HHS Request
for Applications, the time for
preparation of the proposal is only 30 to
90 days. Some respondents indicated
that this time frame is much different
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from the pace of biomedical science in
which new publications, information or
discoveries can make a methodology or
approach obsolete within a few months.
This discrepancy results in pressure
upon principal investigators to revise
and amend applications and proposals
up until the last day before submission
so as to have the best chance of success
in the review process. Since an IRB
cannot approve a tentative protocol, but
must walt until the proposal is made
final, requiring its review before the
receipt date shortens an already brief
preparation period and may adversel
affect the quality of proposed research.
Secondly, the requirement for prior IRB
approval could adversely affect the
quality of review. The IRB would have
to be convened on short notice with
possible reduced attendance by its
members. This may well diminish the
quality of review and create additional
pressure on the IRB to approve
proposals based upon limited
information.

Arguments in favor of omitting the
grace period are also based on quality of
IRB review. These comments indicated
that, if IRB review took place after a
fundable priority score were obtained,
the IRB might feel pressured to approve
a questionable activity. In addition, the
difficulties of tracking down an
application which is moving through the
review process to append an IRB
certification of approval creates an
administrative burden.

Response: The Interagency Human
Subjects Coordinating Committee has
revised 8§ ___.103(f) [§——.103(g) inthe
Proposed Model Federal Policy] to
accommodate the concerns raised in the
public comments. Under the revised
section, the certification of IRB review
and approval must accompany the
application unless the Department or
A%ency specifies a later date for
submission of the certification.

Although HHS intends to amend its
current regulations to incorporate the
Ian?uage of the Model Federal Policy, it
will retain a “grace period” for
institutions that have multiple project
assurances and announce the period
through advisories, e.g. OPRR Reports
or Public Health Service Guide to
Grants and Contracts, which are
routinely received by institutions. The
“grace period” is the time between
submission of an application for
research support and submission of
certification of IRB review and approval
of the research proposed. Other
Departments and Agencies will advise
institutions of appropriate timing of
certification through similar
publications.

Other Comments and Revisions

While the Interagency Committee
considered each comment carefully, the
Committee made changes in the
Proposed Model Federal Policy only
when it decided that the suggestions
would accomplish the following:
strengthen the protections for human
subjects; clarify the intention or
requirements of the Model Federal
Policy; or facilitate the administrative
processes required by the Model Federal
Policy while maintaining or increasing
human subjects protections. Areas in
which there were a number of comments
are highlighted below together with the
rationale for the Interagency
Committee’s incorporating changes or
retaining the provisions addressed in
these comments.

Sections___.101(b)(1) and
101(b)(2)

Public Comments: One respondent
suggested that no exemptions should be
allowed if vulnerable subjects are
involved. Concerning § __.101(b)(2), an
exemption for certain types of research
involving educational tests, survey
procedures, interview procedures or
observation of public behavior, one
respondent noted that no mention is
made of the potential impact that certain
educational test surveys or interview
procedures might have on children or
adolescents and the Model Federal
Policy should include consideration of
this. To a few others, the rationale for
the modifications was not clear. One
response from an IRB recommended that
no study involving educational tests
where identifiers are recorded should be
exempt from review and suggested that
there are risks that are significant in
addition to criminal or civil liability
noted in this exemption when
educational tests are used with
identifiers. Another respondent thought
that the Proposed Model Federal Policy
language in the exemptions lessened
human subjects protections. Similarly,
another response suggested that the
language be broadened to show that
harming an individual’s reputation in the
community was a risk as well as
financial standing and employability.
Another comment indicated that if
interviews yield identifiable data,
regardless of the content, the research
should be reviewed by an IRB.

Response: In response, the
Interagency Human Subjects
Coordinating Committee modified the
language in 8 ____.101(b)(2)(ii) of the
Model Federal Policy to include the
reputation of an individual as a
consideration in determining whether
research could be exempt. The

Committee notes also that the Model
Federal Policy exemptionsat § 101
(b)(1) and § .101 (b)(2) will make less
research exempt than now under 45 CFR
46.101(b)(3) and (b)(4).

Section ___.101(b)(3)

Public Comment: Section
.101(b)(3) exempts certain research not
covered under §___.101(b)(2),involving
use of educational tests, survey
procedures, interview procedures or
observation of public behavior. Several
respondents believed the wording here
was unexplained, unclear, and possibly
weakened protections for human
subjects from those afforded by 45 CFR
46.101(b). A few other respondents felt
that further definitions would clarify the
provisions. One response from an IRB
indicated that few IRB members would
be able to judge if this exemption
applies in the absence of further legal
guidance and that the exemption should
be reconsidered.

Response: The Interagency Human
Subjects Coordinating Committee notes
that the exemptions as
8 _.1015b;(2) and

§ ___.101(3) of the Model Federal
Policy represent a consolidation of the
exemptions at 45 CFR 46.101(b)(2), (3)
and (4) of the current HHS regulations.
The added portion at

§ _ .101(b)(3)(iii)oftheModel
Federal Policy indicates that some types
of research involving the use of
educational tests, survey procedures,
interview procedures or observation of
public behavior are exempt if a Federal
statute requires without exception that
the confidentiality of the personally
identifiable information will be
maintained throughout the research and
thereafter. The Department of Justice
has indicated that 42 U.S.C. 3789(Q) is
such a statute. The Department of
Education intends to take a departure
from the Model Federal Policy at

§ ___ .101(b)(3)(ii). The departure
pertains only to research involving the
use of educational tests, survey
procedures, interview procedures, or
observation of public behavior,
conducted under a program subjects to
the General Education Provisions Act
and to the specific protections provided
under that Act to participants in
programs administered by the
Department of Education

Section .101(b)(6)
Public Comment: The proposed
§____ .101(b)(6) contains an

exemption not found in 45 CFR Part 46
for taste testing. Seven respondents
endorsed the new exemption, but one of
these suggested the inclusion of testing
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involving already broadly marketed
food containing approved types and
levels of additives, unless quantities are
limited. Another comment from an IRB
suggested that the provisions on taste
testing should require confidentiality.

Response: The Interagency Human
Subjects Coordinating Committee
modified exemption § .101(b)(6)
to add that consumer acceptance studies
are also included in the exemption. Also
added to the exemption is a clarification
that the food may contain an ingredient
at or below the level and for a use found
to be safe or an agricultural chemical or
environmental contaminent at or below
the level and for a use found to be safe
by the FDA or approved by the
Environmental protection Agency (EPA)
or the Food Safety Inspection Service
(FSIS) ofthe U.S. Department of
Agriculture (USDA). This clarification is
necessary because under the Food, Drug
and Cosmetic Act, an approval of the
use of a food additive sets forth not only
the level at which the substance may be
added, but also the technical effect for
which it may be added (e.g., as a
preservativeg and the types of food to
which it may be added (e.g., baked
goods). Note that the exemption is not
intended to apply to taste tests and
quality evaluation studies if (1) a food
ingredient is being tested, and (2) the
test substance is not on the FDA’s
Generally Recognized as Safe (GRAS)
list; not a permitted food additive as
tested not normally found in food at the
concentration being tested; is a
pesticide: or contains a chemical residue
for which the acceptable level has not
been established by the FDA, the EPA
and the FSIS of the USDA.

Section .101(h)

Public Comment: This concerns
research in foreign countries. One
respondent endorsed this provision;
another suggested that the IRB, rather
than the Department or Agency Heads,
should determine whether protections
for subjects in foreign countries are at
least equivalent to those provided in the
Proposed Model Federal Policy.

Response: No change has been made
in this Section. The Interagency
Committee concludes that there is a
need for oversight at the federal level
concerning protections for subjects in
foreign countries.

Section 102

Twelve respondents addressed the
distinction between “regulated
research” and research that is
“conducted or supported” by Federal
Agencies or Departments. (See

102 for a definition or
regulated research.) Historically, one

regulatory agency, the FDA, has relied
on inspections of research projects to
ensure compliance with Federal
regulations regarding protection of
human subjects. On the other hand,
Departments and Agencies which
sponsor research (e.g., HHS) have a
system that requires that awardee
institutions submit an assurance of
compliance (assurance document) to the
awarding Department or Agency which
must be approved prior to the funding of
research involving human subjects.

Of the 12 comments about this
distinction, 11 argued against preserving
the distinction. One respondent asserted
that the continued distinction could be
maintained without creating any
problems for an institution that is both
supported and regulated. The other
respondents felt that the continued
distinction was contrary to the aims of
uniformity and consistency of the Model
Federal Policy, and that it created an
unnecessary administrative burden on
institutions that must comply with two
sets of procedures. One respondent felt
that the administrative distinctions were
not burdensome and that the distinction
could be maintained without problems
for institutions at which both federally
supported and regulated research are
conducted.

Response: The Interagency Human
Subjects Coordinating Committee
considered these comments but
determined that the Model Federal
Policy should retain the distinction
between “regulated research” and
research that is “conducted or
supported” by Federal Departments or
Agencies. This distinction is necessary
because “regulated research” is often
privately financed by an array of
sponsors ranging in size from
multinational corporations to individual
physicians and is conducted at a variety
of locations ranging from large
university hospitals to community
hospitals to physicians’ offices. The
provisions for regulated research,
therefore, must accommodate the
regulated research while also ensuring
diverse needs of those engaging in
that human subjects are adequately
protected. Requiring all sponsors to
negotiate assurances would place a
significant burden on many sponsors
involved in regulated research,
especially those engaged in research
with a small number of patients in small
institutions. For example, under the
present regulatory structure, FDA will
permit an investigational drug to be
used by a physician on one patient for a
treatment use under a treatment
investigational new drug protocol or
application (IND). For such a physician,
the institution (if there is one), and the

government, the assurance system
would require a significant expenditure
of time with little gain. Under the
existing system, which is not unduly
burdensome, the physician must obtain
IRB approval and informed consent
before administering the investigational
drug. Absent Federal support, however,
he or she would not be required to
negotiate the assurance set forth in

.103 of the Model Federal
Policy. Eliminating the distinction
between “regulated research” and
federally conducted or supported
research would mean that the physician
would be compelled to learn about the
assurance system and then negotiate
and file an assurance, even if the
investigational drug were to be given
once to only one person. Consequently,
the needs of small institutions and
investigators are best met through the
methods presently employed.

In addition, it should be noted that,
contrary to the assertions made in
several comments, the distinctions made
for regulated research do not compel
large institutions where research is
regularly conducted to satisfy two
different sets of regulations. A common
set of provisions concerning IRBs and
human subject protections apply to
regulated research and to research
conducted or supported by Federal
Departments or Agencies, and this will
continue to be the case.

Thus, the distinction for regulated
research and federally supported or
conducted research in the Model
Federal Policy embodies the most
effective and efficient manner for
ensuring that regulated research is
conducted in a manner that will assure
the protection of human subjects.

Section .102(g)

Public Comment: One respondent
indicated that the term “IRB” should be
defined.

Responses: A definition of IRB is how
included in § .102(9): “IRB means
an institutional review board
established in accord with and for the
purpose expressed in the Model Federal
Policy.”

Section .103(a)

Several public comments indicated
that this section is confusing with regard
to (1) with whom an institution should
file an assurance; (2) to whom an
institution should report modifications
or amendments to existing assurances;
and (3) to whom an institution should
report adverse effects or acts of
noncompliance [particularly
8 .103(b)(3), (d), (€)]. Reporting




Federal Register / Vol. 53, No. 218 / Thursday, November 10, 1988 / Proposed Rules

45665

some changes through OPRR was
suggested as a possibility.

Response: The Interagency Human
Subjects Coordinating Committee
redrafted § .103 to place in amore
prominent position the provision found
in 8 .103(f) of the Proposed Model
Federal Policy, which indicates that
individual Department and Agency
Heads shall accept the existence of a
current assurance, appropriate for the
research in question, on file with OPRR
and approved for federalwide use by
that office. When this type of assurance
is used, al reports, except certification,
required by the Model Federa Policy,
must be submitted to OPRR as well asto
E}gad appropriate Department and Agency

s.

In& ___ .103(b)(3), an addition has
been made to clarify that changesin IRB
membership are reported by ingtitutions
to the appropriate Department or
Agency head unless, in accord with
§  .103(a), the existence of an HHS
approved assurance is accerpted in lieu
of submission of an assurance. In this
case, changes in IRB membership are
reported directly to OPRR.

Section .103(b)(5)

Public Comment: Several comments
addressed the requirements for
§  .103(b)(5), written procedures to
ensure prompt reporting to the IRB,
appropriate ingtitutiona officials, and
the Department of Agency Head of any
unanticgaated problems or scientific
misconduct involving risks to human
subjects or others; any allegation or
finding of serious or continuing
noncompliance with the Federal Model
Policy or the requirement or
determinations of the IRB; and any
suspension or termination of IRB
approval.

One IRB proposed language that
would eliminate any implication that the
IRB should necessarily be the body
within an institution that is responsible
for investigating and reporting
noncompliance with human subjects
regulations. More flexibility in
administrative arrangements for
reporting was urged. Other comments
endorsed the proposed language of the
Palicy if there is recognition that most
ingtitutions must have their own due
process and if some flexibility is
permitted in reporting scientific
misconduct. Several respondents noted
that the terms “unanticipated
problems,” “scientific misconduct,” and
“risks to others’ were unclear.

Severa respondents also indicated
that institutions should not report
allegations of misconduct and
noncompliance—only results of
investigation or inquiry about such to

Federal Department and Agency Heads.
It was argued that some flexibility must
be given to indtitutions, and that
institutions should be allowed to screen
out allegations that are frivolous,
michievous or lacking in substance. One
respondent suggested that any
additional policing actions are
inappropriate and that only actions of
institutions should be reported to
Federal officials; otherwise, due process
for researchers or other institutional
personnel is jeopardized. Other
reactions were that paperwork would
increase if allegations are reported and
that an ingtitution would be hesitant to
use the suspension mechanism as a
management tool if such a suspension
must be reported to Federal offices
because of infractions such as tardiness
inresponding to an IRB.

Response: The Interagency Committee
clarifies that the word “others’ in
8§ .103(b)(5)(i) denotesother
persons who are participating in clinical
trials under the same or similar
protocols or who may be affected by
products or procedures that were
developed on the basis of inappropriate
or questionable research.

In addition, in §_.103(b)(5)éii)
the Interagency Committee has modified
the Model Federal Policy to delete the
word “alegation.” This Section now
indicates that written procedures in
assurances must ensure prompt
reporting to the IRB, appropriate
institutional officias, and the
department or Agency Head of any
instance of serious or continuing
noncompliance with the Policy or the
requirements or determinations of the
IRB. While the Interagency Committee
did not intend that ingtitutions report
frivolous situations, it does expect
institutions to report serious instances of
noncompliance in which there is some
reasonable substantiation, even if a
fina ingtitutional determination has not
yet been made. In such cases. the
Committee also exPects rompt
notification of the final decision by the
institutions.

Section .103(f)

Public Comment: Four respondents
endorsed this section; oneother noted
that this provision was valuable to the
IRB, and one suggested that it was a
valuable provision in easing
administrative burdens if the Office for
Protection from Research Risks will
accept minor rewording changes in
current assurances on file to reflect
changes in HHS regulations that result
from adoption of the Model Federa
Policy.

Response: Section_____.103(f) inthe
Proposed Model Federal Policy has been

moved to § .103(a). Thissection
requires individual Department and
Agency Heads, in lieu of requiring
submission of a separate assurance, to
accept the existence of a current
assurance on file with the Office for
Protection from Research Risks, HHS,
which has been approved for
federalwide use by that office. Also, this
section has been modified dightly to
indicate that not al types of assurances
on file in OPRR are appropriate for
federalwide use.

Section .107(a) and (b)

Public Comment: Section_____.107
addresses IRB membership. One
response indicated that the membership
requirements for IRBs have been
changed in a way that decreases the
protection to vulnerable groups in
research projects.

Five commentators wrote with some
concern about the language changes in
this section from the language in the
current HHS regulations, as follows.
One response indicated distress over the
language changes because the presence
of an advocate for a vulnerable group as
avoting member of the IRB has been of
immense value, and strong language is
urged to require members concerned
with specia populations. Severa others
commented that the Model Federal
Policy language regarding
representation of vulnerable subjects is
weak compared to the HHS regulations,
so that the welfare of vulnerable
subjects may not be adequately
represented. One response aso reflected
that it is “risky” to remove required
representation for vulnerable subjects,
and it should be mandatory that
representatives of the subject population
serve asfull members of the IRB.

Section___.107(b), which
addresses gender considerations in IRB
selection, dicited a comment that the
language eliminates bias or
discrimination, but seven others
indicated a negative response to the
change from the current HHS
regulations at 45 CFR 46.107(b) and
urged retention of the requirement that
no IRB may consist entirely of men or
entirely of women. One respondent
wrote that the new language is
confusing, and that the term
“nondiscriminatory effort” used in
§___ .107(b) isunclear.

Response: The Interagency Committee
expects that ingtitutions will use good
judgment and diligence in selecting
persons as IRB members who can fulfill
therequirementsof 8 .107(a),
so that persons of varying backgrounds
will promote complete and adequate
review of the research activities. In
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approving assurances, the Federa
Departments and Agencies that conduct,
support or regulate the research will
review |RB composition to ensure that
the membership is appropriate for the
research, and may request that
membership be supplemented if
complete and adequate review of the
research does not appear possible.
Concerning gender representation of the
IRB, the Interagency Committee notes
that in seeking diverse membership on
the IRB, the institution must consider
both men and women who can
contribute to the role of the IRB. Given
the ready availability of well qualified
persons of both genders, the Interagency
Committee expects that only rarely, if
ever, will an IRB consist solely of men
or solely of women.
Section—.107(c) and (d)

Public Comment: Section
.107(c) and (d) require IRBsto
include at least one scientific member,
at least one nonscientific member and at
least one member unaffiliated with the
institution. One comment was that
changingthe current 45 CFR 46.107(c)
language to require one scientific
member constitutes an improvement,
but consideration should be given to
smaller, particularly rurd, ingtitutions.
Some allowance for review by a
cooperating institution should be made,
it was suggested.

Response: The Interagency Human
Subjects Coordinating Committee notes
that 8 .114 permits agreements
between cooperating institutions under
which the institution may, with the
approval of the Department or Agency,
use joint review, rely upon the review of
another qualified IRB, or make other
review arrangements aimed at avoiding
a duplication of effort.

Section__ 110

Public Comment: Section
110 sets forth requirements for
expedited review. Five respondents
expressed concern that the conditions
under which Department or Agency
Heads may suspend, restrict or
terminate approva of expedited review
are not specified and that, consequently,
each Head could have a separate
agreement which might be burdensome
for research ingtitutions. One
respondent suggested a clarification to
indicate that a minor change in
approved research could have an
expedited review procedure only within
the one year minimum annual review
period of the IRB.

Response: The parenthetical
clarification “(of one year or less)” has
been added to § .110(8)(b)(2) to

clarify the period for which IRB
approval is authorized.

he Interagency Committee expects
that Department and Agency Heads will
base the authority to use expedited
review on the “track record” of the
institutions involved. For example, HHS
generally permits institutions with
Multiple Project Assurances to utilize
the expedited review procedure. Other
institutions may not use this type of
review.

Section— 111

Public Comment: This section sets
forth the criteriafor IRB approval of
research. A few commented on
§  .111(a)(3) concerning
equitable selection of subjects, as
follows: (1) Ingtitutions should be
provided with a clear definition of
“economically or educationally
disadvantaged” persons; and (2)
institutions need guidelines on
involvement of these populations in
research before they are included in the
list of vulnerable populations. Another
suggested that an additional safeguard
would be that the IRB require an
explanation by the investigator asto
why research needs to be conducted
involving a vulnerable population and
that the IRB certify that such
involvement is necessary. Another
comment was that pregnant women
should not necessarily be considered
members of a vulnerable population.

Response: The Interagency Human
Subjects Coordinating Committee made
no changes in the Model Federal policy
at this time that specifically address
these public comments but is concerned
about adequate protections for
vulnerable subjects and equitable
selection of subjects and is continuing to
study these issues. Section 107(a) of the
Model Federa Policy has been modified
to strengthen consideration of interests
of vulnerable subjects.

Section 14
Public Comment: Section
.114 concerns cooperative

research. Five responses raised the
following points. The current provisions
could result in many different
requirements if each Department or
Agency Head can make a determination
about cooperative research projects.
Similarly, one concern expressed was
that the Model Federal Policy should
permit cooperating ingtitutions to decide
among themselves how to enter into
various aternatives named in the
section, rather than require ingtitutions
first to obtain permission from the
Department or Agency; to eliminate
Paperwork and time burdens does not
urther the protection of human subjects.

The section appeared to another
commentator as a hindrance to
cooperative effort at the “grass roots’
level where working together should be
encouraged. Other suggestions were that
the section should be expanded to
include specific details for ingtitutions,
and that it should be made clear that the
requirement for IRB review of
cooperative research applies whether or
not funds are involved.

Response: The Interagency Committee
has formulated the Model Federal Policy
in such a way that Department and
Agency heads retain the authority to
determine what levels and loci of review
are appropriate, given the nature of the
research to be conducted or supported
and their judgment about the experience
and expertise of the ingtitutions to be
involved in the collaborative research.
In this way a balance between uniform
review standards and flexibility can be
maintained to protect human subjects of
research.

Section____.121

Public Comment: Section
121 isreserved. Some

respondents questioned whether the

provisions of 45 CFR 46.121 are till
applicable since the comparable section
in the Model Federal Policy is how
reserved.

Response: The Interagency Human
Subjects Coordinating Committee
clarifies that the FDA requirements
referencedin45CFR46.121 (i.e., 21
U.S.C.312, 355, 357,812) till appI?/.
However, the information called for by
45 CFR 46.121 was considered no longer
necessary. This section has been
designated as reserved in the Model
Federa Policy so that the parallel
numbering sequence between the HHS
and FDA regulations for the protection
of human subjects could be retained in
the current Model Federal Policy.

Section_.124

Public Comment: Section__.124
states that Department and Agency
Heads may impose additional
conditions necessary for the protection
of human subjects. One respondent
expressed hope that the Department and
Agency Heads would limit additional
conditions to those required by statute.

Response: The Interagency Human
Subjects Coordinating Committee agrees
and indicates that it will work toward
uniformity among Departments and
Agencies.

Departures Proposed by Departments
and Agencies

Public Comment: Several comments
expressed concern that deviations from
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the Model Federal Policy could be
abused, and departures should be
limited only to those required by statute.

Concerning the VA departure, one
comment stated that the Federal
Departments and Agencies with which
many universities are affiliated should
be required to file assurances with
OPRR when research administered by
the affiliated ingtitution is performed in
a VA fecility. Another urged that
consent documents be as similar as
possible among university hospitals,
county hospitals and VA hospitals.

Response: The VA indicated that
specification to the level of detail noted
in the comments is beyond the level
which is appropriate for a Model
Federa Policy. and that cooperative
arrangements are properly clarified by
individual Departments and Agencies.
VA elects to require that VA Medical
Centers (VAMCs) which participate in
cooperative or multi-hospital research
projects obtain approva from their own
IRBs for such research and does not
contemplate approving §_____.114
arrangements inconsistent with this
policy. VA aso elects not to require that
VAMCs submit written ingtitutional
assurances under 8 .103(a) to the
VA Centrd Office. Asthe official
responsible for the operation of VA
research facilities, the Administrator
will employ procedures other than the
submission of written assurance from
subordinate officials to assure
compliance with VA palicies.

On the issue of departures, the VA
notes the statutory directive that it
adopt the Model Federal Policy “to the
maximum extent feasible consistent
with other [statutory] provisions’ which
governits conduct. 38U.S.C. 4134. It has
determined that adoption of the Model
Federal Policy without departures is
“feasible’ and, thus, has withdrawn the
departures noted in the June 3 Federal
Register Notice. It notes, however, that
certain provisions of the Model Federal
Policy, particularly 8 .101(b) and
8§ .116(c) and (d), will be narrowly
construed in order to avoid
inconsistency with other statutory
directives.

FDA indicates that it has concurred in
the Model Federa Policy. Since the
Agency has aready adopted regulations
oninformed consent (21 CFR Part 50)
and on IRBs (21 CFR Part 56) elsewhere
inthisissueof the Federal Register, FDA
is proposing to amend those regulations
to eliminate certain inconsistencies with
the Model Federa Policy. Nonetheless,
because of the statutory requirements
described in the proposal (51 FR 20216),

FDA’sregulationswill continue to
depart from §__.101(h) (requirements
for foreign research) and & .116(d)
(waiver of informed consent) of the
Model Federa Poalicy.

The Department of Education
proposes to make a departure from
8 .101(b)(3)(ii) of theModel Federd
Policy that pertains only to research
involving the use of educational tests,
survey procedures, interview
procedures, or observations of public
behavior, conducted under a program
subject to the General Education
Provisions Act. Under this departure the
exemption to the Model Federal Policy
isrevised to read as follows. “The
research is conducted under a program
subject to the protections of the Genera
Education Provisions Act (GEPA),
including GEPA sections 400A (20 U.SC.
1221-3), 438 (20 U.SC. 1232g), and 439
(20U.S.C.1232h).”

The Department of Education
proposes also to make a departure from
section 107(a) of the Model Federal
Policy that pertains to membership of
IRBs. This departure results from the
specia concern of the Department to
provide additiona safeguards in the
Policy for mentally disabled persons and
handicapped children who are subjects
of research. Under this departure, the
final sentences in section 107(a) of the
Policy are revised to read as follows:
“When an IRB reviews research that
deals with handicapped children or
mentally disabled persons, the IRB shall
include at least one person primarily
concerned with the welfare of the
research subjects. If an IRB regularly
reviews research that involves other
vulnerable categories of subjects, such
as non-handicapped children, prisoners,
or pregnant women, consideration shall
be given to the inclusion of one or more
individuals who are knowledgeable
about and experienced in working with
these subjects.”

The HHS is withdrawing its departure
from the proposed Model Federal Policy
indicated in the June 3, 1986, Feder al
Register. Thisisaprovisionwhichis
now found in the current HHS
regulationsat45CFR46.101(i): “If,
following review of proposed research
activities that are exempt from these
regulations under paragraph (b)(6), [of
the current HHS regulations] the
Secretary determines that a research or
demonstration project presents a danger
to the physical, mental, or emotional
well-being of a participant or subject of
the research or demonstration project,
then federal funds may not be expended
for such a project without the written

informed consent of each participant or
subject.” While the Department has an
obligation, pursuant to the conditions
imposed upon its appropriations, to
ensure that research activities do not
present a danger to the physical, mental
or emotiona well-being of participants,
as enacted by the most recent
continuing appropriations act for HHS,
this statutory requirement will be
accomplished under §___.102(d). This
section indicates that Department or
Agency heads may require that specific
research activities or classes of research
activities conducted, supported, or
otherwise subject to regulation by the
department or agency but not otherwise
covered by this policy, comply with
some or al of the requirements of this
policy.

Lists of Subjects in the Notices of
Proposed Rulemaking

Protection of human research
subjects, Research conducted,
supported, regulated, Institutional
review boards, Informed consent,
Cooperative research, Research
investigators, Research ingtitutions,
Assurances of Compliance.

DEPARTMENT OF AGRICULTURE

7 CFR Part 1c

It isproposed that Title 7 of the Code of
Federal Regulations be amended by adding
Part 1c as set forth at the end of this
document.

PART 1c—PROTECTION OF HUMAN
SUBJECTS

Sec.

1c101 To what does this policy apply?

1c.102 Définitions.

1c.103 Assuring compliance with this
policy—research conducted or supported

any Federa department or agency.

1c.104-1¢c.106 [Reserved]

1c.107 IRBMembership.

1c.108 IRB functions and operations.

1c.109 |IRB review of research.

1c.110 Expedited review procedures for
certain kinds of research involving no
more than minima risk, and for minor
changes in approved research.

1c111 Criteria for IRB approva of research.

1c.112 Review by ingitution.

1c.113 Suspension or termination of IRB
approva of research.

1c.114 Cooperative research.

1c.115 IRBrecords.

1c.110 Generd requirements for informed
consent.

1c.117 Documentation of informed consent.

1c.118 Applications and proposals lacking
definite plans for involvement of human
subjects.
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Sec.

1c119 Research undertaken without the
intention of involving human subjects.

1c.120 Evauation and dispostion of
applications and proposas for research
to be conducted or supported by a
Federal department or agency.

1c121 [Reserved]

1c122 Use of Federa funds.

1c.123 Early termination of research
support: Evauation of applications and
proposals.

1c.124  Conditions.

Authority: 5U.S.C. 301; 42U.S.C. 300-1(b).
Peter C. Myers,
Deputy Secretary of Agriculture.

September 16, 1988.

DEPARTMENT OF ENERGY

10 CFR Part 745

It is proposed that Title 10 of the Code
of Federal Regulations be amended by
revising Part 745 as set forth at the end
of this document.

PART 745—PROTECTION OF HUMAN
SUBJECTS

Sec.

745.101 To what does this policy apply?

745.102 Definitions.

745.103 Assuring compliance with this
policy—research conducted or supported
by any Federa department or agency.

745.104-745.106 [Reserved]

745.107 IRBmembership.

745.108 IRB functions and operations.

745.109 IRB review of research.

745.110 Expedited review procedures for
certain kinds of research involving no
more than minima risk, and for minor
changes in approved research.

745.111 Criteria for IRB gpprova of
research.

745.112 Review by ingtitution.

745.113 Suspension or termination of IRB
approva of research.

745.114 Cooperative research.

745.115 IRBrecords.

745.116 Genera requirements for informed
consent

745.117 Documentation of informed consent.

745.118 Applications and proposds lacking
definite plans for involvement of human
subjects.

745.119 Research undertaken without the
intention of involving human subjects.

745.120 Evauation and disposition of
applications and proposas for research
to be conducted or supported by a
Federal department or agency.

745.121 [Reserved]

745.122 Use of Federa funds.

745.123 Early termination of research
support: Evaluation of gpplications and
proposals.

745.124 Conditions.

Authority: 5U.SC. 301; 42U.SC. 7254; 42
U.SC. 300v-1(h).
JamesF. Decker,

Deputy Director, Office of Energy Research,
Department of Energy.

NATIONAL AERONAUTICS AND
SPACE ADMINISTRATION

14 CFR Part 1230

It is proposed that Title 14 of the Code
of Federal Regulations be amended by
adding Part 1230 as set forth at the end
of this document.

PART 1230—PROTECTION OF HUMAN
SUBJECTS

Sec.

1230.101 To what does this policy apply?

1230.102 Definitions.

1230.103 Assuring Compliance with this
policy—research conducted or supported
by any Federal department or agency.

1230.104-1230.106 [Reserved].

1230.107 IRB membership.

1230.108 IRB functions and operations.

1230.109 |IRB review of research.

1230.110 Expedited review procedures for
certain kinds of research involving no
more than minimal risk, and for minor
changes in gpproved research.

1230.111 Criteriafor IRB approval of
research.

1230.112 Review by ingtitution.

1230.113 Sugpension or termination of IRB
approva of research.

1230.114 Cooperdtive research.

1230.115 |RBrecords.

1230.116 Generd requirements for informed
consent.

1230.117 Documentation of informed
consent.

1230.118 Applications and proposds lacking
definite plans for involvement of human
subjects.

1230.119 Research undertaken without the
intention of involving human subjects.

1230.120 Evauation and disposition of
applications and proposds for research
to be conducted or supported by a
Federa department or agency.

1230.121 [Reserved].

1230.122 Use of Federd funds.

1230.123 Early termination and research
support: Evaluation of applications and
proposals.

1230.124 Conditions.

Authority: 5U.SC. 301; 42 U.S.C. 300v-(b).

JamesC.Fletcher,

Administrator, National Aeronautics and
Face Adminigtration.

DEPARTMENT OF COMMERCE

15 CFR Part 27

It isproposed that Title 15 of the Code
of Federal Regulations be amended by
adding Part 27 as set forth at the end of
this document.

PART 27—PROTECTION OF HUMAN
SUBJECTS

Sec.

27.101 To what does this policy apply?

27.102 Definitions.

27.103 Assuring compliance with this
policy—research conducted or supported

any Federal department or agency.
27.104-27.106 [Reserved).

27.107 IRBmembership.

27.108 |IRB functions and operations.

27.109 IRB review of research.

27.110 Expedited review procedures for
certain kinds of research involving no
more than minima risk, and for minor
changes in approved research.

27111 Criteria for IRB approva of research.

27.112 Review by ingtitution.

27113 Suspension or termination of IRB
approva of research.

27.114 Cooperdtive research.

27.115 |RBrecords.

27.116 Generd requirements for informed
consent.

27.117 Documentation of informed consent.

27.118 Applications and proposas lacking
definite plans for involvement of human
subjects.

27.119 Research undertaken without the
intention of involving human subjects.

27.120 Evauation and disposition of
applications and proposals for research
to be conducted or supported by a
Federal department or agency.

27121 [Resarved)].

27122 Use of Federa funds.

27.123 Ealy termination and research
support: Evauation of applications and
proposals.

27.124 Conditions.

Authority: 5U.SC. 301; 42 U.S.C. 300v-(b).

C. William Verity,

Secretary of Commerce.

CONSUMER PRODUCT SAFETY
COMMISSION

16 CFR Part 1028

It is proposed that Title 16 of the Code
of Federal Regulations be amended by
revising Part 1028 as set forth at the end
of this document.

PART 1028—PROTECTION OF HUMAN
SUBJECTS

Sec.

1028.101 To what does this policy apply?

1026.102 Definitions.

103.103  Assuring compliance with this
policy—research conducted or supported

any Federal department or agency.
1028.104-1028.106 [Reserved]

1028.107 IRBMembership.

1028.108 IRB functions and operations.

1028.109 IRB review of research.

1028.110 Expedited review procedures for
certain kinds of research involving no
more than minima risk, and for minor
changes in approved research.
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Sec.

1028111 Criteria for IRB approva of
research.

1028112 Review by inditution.

1028.113 Sugpension or termination of IRB
approva of research.

1028.114 Cooperative research.

1028.115 IRBrecords.

1028.116 Generd requirements for informed
consent.

1028.117 Documentation of informed
consent.

1028.118 Applications and proposals lacking
definite plans for involvement of human
subjects.

1028.119 Research undertaken without the
intention of involving human subjects.

1028.120 Evaueation and disposition of
applications and proposals for research
to be conducted or supported by a
Federal department or agency.

1028121 [Reserved]

1028.122 Use of Federd funds.

1028.123 Early termination of research
support: Evduation of applications and
proposals.

1028.124 Conditions.

Authority: 5U.SC. 301; 42 U.SC. 300v-1(h).

JamesV.Lacy,

General Counsdl, CPC.

INTERNATIONAL DEVELOPMENT
COOPERATION AGENCY

22 CFR Part 225

It is proposed that Title 22 of the Code
of Federa Regulations be amended b
adding Part 225 as set forth at the end of
this document.

PART 225—PROTECTION OF HUMAN
SUBJECTS

Sec.

225101 To what does this policy apply?

225102 Definitions.

225103 Assuring compliance with this
policy—research conducted or supported
by any Federa department or agency.

225104225106 [Reserved]

225.107 IRB membership.

225.108 IRB functions and operations.

225109 IRB review of research.

225110 Expedited review procedures for
certain kinds of research involving no
more than minima risk, and for minor
changes in gpproved research.

225111 Criteria for IRB approval of
research.

225112 Review by inditution.

225113 Suspension or termination of IRB
approva of research.

225114 Cooperative research.

225115 IRBrecords.

225116 Generd requirements for informed
consent.

225117 Documentation of informed consent.

225118 Applicaions and proposas lacking
definite plans for involvement of human
subjects.

225119 Research undertaken without the
intention of involving human subjects,

Sec.

225120 Evauation and disposition of
applications and proposds for research
to be conducted or supported by a
Federal department or agency.

225121 [Reserved]

225.122 Use of Federd funds.

225123 Ealy termination of research
support: Evaluation of gpplications and
proposals.

225.124 Conditions.

Authority: 5U.SC. 301; 42 U.SC. 300v-1(b).

Alan Woods,
Administrator

DEPARTMENT OF HOUSING AND
URBAN DEVELOPMENT

24 CFR Part 60

Itis proposed that Title 24 of the Code
of Federal Regulations be amended by
adding Part 60 as set forth at the end of
this document.

PART 60—PROTECTION OF HUMAN
SUBJECTS

Sec.

60.102 To what does this policy apply?

60.102 Definitions.

60.103 Assuring compliance with this
policy—research conducted or supported
by any Federd department or agency.

60.104-60.106 [Reserved]

60.107 IRB membership.

60.108 IRB functions and operations.

60.109 IRB review of research.

60.110 Expedited review procedures for
certain kinds of research involving no
more than minimal risk, and for minor
changes in approved research

60.111 Criteria for IRB approva of research.

60.112 Review by indtitution.

60.113 Suspension or termination of IRB
approva of research.

60.114 Cooperative research.

60.115 IRBrecords.

60.116 Generd requirements for informed
consent.

60.117 Documentation of informed consent.

60.118 Applications and proposals lacking
definite plans for involvement of human
subjects.

60.119 Research undertaken without the
intention of involving human subjects.

60.120 Evaduation and disposition of
applications and proposds for research
to be conducted or supported by a
Federal department or agency.

60.121 [Reserved]

60.122 Use of Federa funds.

60.123 Early termination of research
support: Evaluation of applications and
proposals.

60.124 ' Conditions.

Authority: 5U.S.C. 301; 42 U.S.C. 300v—1(b);
section 7(d), Department of Housing and

Urban Development Act (42 U.S.C. 3535(d)).

Date; August 17, 1988.
J. Michad Dorsgy,
Acting Secretary.

DEPARTMENT OF JUSTICE

28 CFR Part 46

It is proposed that Title 28 of the Code
of Federal Regulations be amended by
adding Part 46 as set forth at the end of
this document.

PART 46—PROTECTION OF HUMAN
SUBJECTS

Sec.

46.101 To what does this policy apply?

46.102 Definitions.

46.103 Assuring compliance with this
policy-research conducted or supported
by any Federd department or agency.

46.104-48.106 [Reserved]

46.107 IRB membership.

46.108 IRB functions and operations.

46.109 IRB review of research.

46.110 Expedited review procedures for
certain kinds of research involving no
more than minimal risk, and for minor
changes in approved research.

46.111 Criteriafor IRB approvad of research.

46.112 Review by indtitution.

46.113 Suspension or termination of IRB
approva of research.

46.114 Cooperétive research.

46.115 |RBrecords.

46.116 Generd requirements for informed
consent.

46.117 Documentation of informed consent.

46.118 Applications and proposdls lacking
definite plans for involvement of human
subjects.

46.119 Research undertaken without the
intention of involving human subjects.

46.120 Evauation and dispostion of
applications and proposas for research
to be conducted or supported by a
Federal department or agency.

46.121 [Resarved)]

46.122 Use of federa funds.

46.123 Early termination of research
support: Evaluation of gpplications and
proposals.

46.124 Conditions.

Authority: 5U.SC. 301; 28U.SC. 509-510;

42 U.SC. 300v-1(b).

Richard L. Thornburgh,

Attorney General, US Department of Justice.

DEPARTMENT OF DEFENSE

32 CFR Part 219

Itis proposed that Title 32 of the Code
of Federal Regulations be amended by
revising Part 219 as set forth at the end
of this document.
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PART 219—PROTECTION OF HUMAN
SUBJECTS

Sec.

219.101 To what does this policy apply?

219.102 Definitions.

219.103 Assuring compliance with this
policy—research conducted or supported
by any Federa department or agency.

219.104—219.106 [Reserved]

219.107 |RB Membership.

219.108 |RB functions and operations.

219.109 IRB review of research,

219.110 Expedited review procedures for
certain kinds of research involving no
more than minimal risk, and for minor
changes in approved research.

219111 Criteria for IRB approvd of
research.

219.112 Review by indtitution.

219.113 Suspension or termination of IRB
approva of research.

219.114 Cooperdtive research.

213115 IRB records.

219116 Generd requirements for informed
consent.

219.117 Documentation of informed consent,

219.118 Applications and proposalslacking
definite plans for involvement of human
subjects.

219.119 Research undertaken without the
intention of involving human subjects.

219.120 Evaluation and disposition of
gpplications and proposas for research
to be conducted or supported by a
Federal department or agency.

219121 [Reserved]

219.122 Use of Federd funds.

219.123 Ealy termination of research
support: Evauation of applications and
proposals.

219.124 Conditions.

Authority: 5U.S.C.301;42U.S.C. 300v—1(b).

LindaM .Bynum,

Alternate OSD Federal Register Liaison

Officer, Department of Defense.

August 3,1988.
DEPARTMENT OF EDUCATION

34 CFR Part 97

1 It is proposed that Title 34 o the
Code of Federal Regulations be
amended by adding Part 97 as set forth
at the end of this document.

PART 97—PROTECTION OF HUMAN
SUBJECTS

Sec.

97.101 To what does this policy apply?

97.102 Definitions.

97.103 Assuring compliance with this
policy—research conducted or supported

any Federal department or agency.
97.104—97.106 [Reserved]

97.107 |IRBMembership.

97.108 IRB functions and operations.

97.109 IRB review of research.

97.110 Expedited review procedures for
certain kinds of research invalving no
more than minimal risk, and for minor
changes in gpproved research.

Sec.

97.111 Criteria for IRB approva of research.

97.112 Review by ingtitution.

97.113 Suspension or termination of IRB
approval of research.

97.114 Cooperdtive research.

97.115 |IRBrecords.

97.116 Generd requirements for informed
consent.

97.117 Documentation of informed consent.

97.118 Applications and proposas lacking
definite plans for involvement of human
subjects.

97.119 Research undertaken without the
intention of involving human subjects.

97.120 Evauation and disposition of
applications and proposds for research
to be conducted or supported by a
Federal department or agency.

97.121 [Reserved]

97.122 Use of Federa funds.

97.123 Early termination of research
support: Evaluation of applications and
proposals.

97.124 Conditions.

Authority: 5 U.SC. 301; 42 U.S.C. 300-1(b);

Section 97.101(b)(3) issued under 20 U.SC.

1221-3(a)(1), 3474.

2. Pat 97 is further amended by
revising paragraph (b)(3) of § 97.101 to
reed as follows

§97.101 To what does this policy apply?

* * * * *

b * ok ke

Esg Research involving the use of
educationa tests (cognitive, diagnostic,
aptitude, achievement) survey
procedures, interview procedures or
observation of public behavior that is
not exempt under paragraph (b)(2) of
this section, if:

(i) The human subjects are elected or
appointed public officials or candidates
for public office: or

(ii) The research is conducted under a
program subject to the protections of the
General Education Provisions Act
(GEPA), including GEPA sections 400A
(20U.SC. 1221-3), 438 (20 U.S.C. 12329),
and 439 (20 U.SC. 1232h).

3. Part 97 is further amended by
revising paragraph (a) of § 97.107 toread
asfollows:.

§97.107 IRBmembership.

(a) 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. The IRB
shall be sufficiently qualified through
the experience and expertise of its
members, and the diversity of the
members, including consideration of
race, gender, and cultural backgrounds
and sensitivity to such issues as
community attitudes, to promote respect
for its advice and counsdl in
safeguarding the rights and welfare of

human subjects. In addition to
possessing the professional competence
necessary to review specific research
activities, the IRB shall be able to
ascertain the acceptability of proposed
research in terms of ingtitutional
commitments and regulations,
applicable law, and standards of
professional conduct and practice. The
IRB shall therefore include persons
knowledgeable in these areas. When an
IRB reviews research that deals with the
handicapped children or mentally
disabled persons, the IRB shall include
a least one person primarily concerned
with the welfare of the research
subjects. If an IRB regularly reviews
another vulnerable category of subjects,
such as non-handicapped children,
prisoners, or pregnant women,
consideration shall be given to the
inclusion of one or more individuals
who are knowledgeable about and
experienced in working with these
subjects.

4. Part 97 is further amended by
adding after each section the following
authority citation:

Authority: 5U.S.C. 301; 20U.SC. 1221-3(a)(1).
3474; 42 U.S.C. 300v—1(b))

LauroF. Cavazos,

Secretary of Education.

VETERANS ADMINISTRATION

38 CFR Part 16

It is proposed that Title 38 of the Code
of Federal Regulations be amended by
adding Part 16 as set forth at the end of
this document.

PART 16—PROTECTION OF HUMAN
SUBJECTS

Sec.

16.101 To what does this policy apply?

16.102 Definitions.

16.103 Assuring compliance with this
policy—research conducted or supported

any Federa department or agency.
16.104—16.106 [Reserved]

16.107 IRBmembership.

16.108 IRB functions and operations.

16.109 IRB review of research.

16.110 Expedited review procedures for
certain kinds of research involving no
more than minima risk, and for minor
changes in approved research.

16.111 Criteria for IRB approval of research.

16.112 Review by ingtitution.

16.113 Suspension or termination of IRB
approva of research.

16.114 Cooperative research.

16.115 IRB records.

16.116 Generd requirements for informed
consent.

16.117 Documentation of informed consent.
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Sec.

16.118 Applications and proposas lacking
definite plans for involvement of human
subjects.

16.119 Research undertaken without the
intention of involving human subjects.

16.120 I_Ev:;i uati ondand %sitifon of o

ications and pro s for researcl
%O Ft))e conducted OF? supported by a
Federal department or agency.

16.121 [Reserved]

16.122 Use of Federd funds.

16.123 Early termination of research
support: Evaluation of gpplications and
proposals.

16.124  Conditions.

Authority: 5U.S.C. 301; 38U.S.C. 210(c)(1),

4131, 4134; 42 U.S.C. 300v-1(b).

Thomas K. Turnage,

Administrator.

ENVIRONMENTAL PROTECTION
AGENCY

40 CFR Part 26

It is proposed that Title 40 of the Code
of Federal Regulations be amended by
adding Part 26 as set forth at the end of
this document.

PART 26—PROTECTION OF HUMAN
SUBJECTS

Sec.

26.101 To what does this policy apply?

26.102 Definitions.

26.103 Assuring compliance with this
policy—research conducted or supported
by any Federd department or agency.

26.104—26.106 [Reserved]

28.107 IRBmembership.

26.108 IRB functions and operations.

26.109 IRB review of research.

26.110 Expedited review procedures for
certain kinds of research involving no
more than minimal risk, and for minor
changes in approved research.

26.111 Criteriafor IRB approva of research.

26.112 Review by ingtitution.

26.113 Suspension or termination of IRB
approva of research.

26.114 Cooperative research.

26.115 |IRBrecords.

26.116 Generd requirements for informed
consent.

26.117 Documentation of informed consent.

26.116 Applications and proposds lacking
definite plans for involvement of human
subjects.

26.119 Research undertaken without the
intention of involving human subjects.

26.120 Evduation and dispostion of
applications and proposas for research
to be conducted or supported by a
Federal department or agency.

26.121 [Reserved]

26.122 Use of Federa funds.

26.123 Early termination of research
support: Evaluation of applications and
proposals.

26.124 Conditions.

Authority: 5U.S.C. 301; 42U.S.C. 300v—1(b).
Lee M. Thomas,

Adminigtrator for EPA.
August 30, 1988.

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

45 CFR Part 46

It is proposed that Title 45 of the Code
of Federal Regulations Part 46 be
amended, asfollows:

PART 46—PROTECTION OF HUMAN
SUBJECTS

1. An authority citation for Subpart A
is added to read as follows:

Authority: 5U.SC. 301; 42U.SC.289;42
U.SC. 300v-1(h).

2. Subpart A is revised to read as set
forth at the end of this document.

Subpart A—Basic HHS Policy for Protection
of Human Research Subjects

Sec.

46.101 To what does this policy apply?

46.102 Definitions.

46.103 Assuring compliance with this
policy—research conducted or supported

any Federal department or agency.
46.104—46.106 [Reserved]

46.107 IRBmembership.

46.108 |RB functionsand operations.

46.109 IRB review of research.

46.110 Expedited review procedures for
certain kinds of research involving no
more than minima risk, and for minor
changes in approved research.

46.111 Criteriafor IRB approva of research.

46.112 Review by ingtitution.

46.113 Suspension or termination of IRB
approva of research.

46.114 Cooperative research.

46.115 IRBrecords.

46.116 Generd requirements for informed
consent.

46.117 Documentation of informed consent.

46.118 Applications and proposas lacking
definite plans for involvement of human
subjects.

46.119 Research undertaken without the
intention of involving human subjects.

46.120 Evauation and disposition of
applications and proposas for research
to be conducted or supported by a
Federal department or agency.

46.121 [Reserved]

46.122 Use of Federa funds.

46.123 Early termination of research
support: Evaluation of gpplications and
proposals.

46.124 Conditions.

OtisR.Bowen,

Secretary, Department of Health and Human
Services.

NATIONAL SCIENCE FOUNDATION

45 CFR Part 690

It is proposed that Title 45 of the Code
of Federal Regulations be amended by
adding Part 690 as set forth at the end of
this document.

PART 690—PROTECTION OF HUMAN
SUBJECTS

Sec.

690.101 To what does this policy apply?

690.102 Definitions.

690.103 Assuring compliance with this
policy—research conducted or supported

any Federal department or agency.
690.104—690.106 [Reserved]

690.107 IRBmembership.

690.108 |IRB functions and operations.

690.109 IRB review of research.

690.110 Expedited review procedures for
certain kinds of research involving no
more than minima risk, and for minor
changes in approved research.

690.111 Ciriteria for IRB gpproval of
research.

690.112 Review by indtitution.

690.113 Suspension or termination of IRB
approva of research.

690.114 Cooperdtive research

690.115 |RBrecords.

690.116 Genera requirements for informed
consent.

690.117 Documentation of informed consent.

690.118 Applications and proposals lacking
definite plans for involvement of human
subjects.

890.119 Research undertaken without the
intention of involving human subjects.

690.120 Evaluation and disposition of
applications and proposds for research
to be conducted or supported by a
Federal department or agency.

690.121 [Reserved]

690.122 Use of Federa funds.

690.123 Early termination of research
support: Evaluation of applications and
proposals.

690.124 Conditions.

Authority: 5U.SC. 301; 42 U.SC. 300v—L1(b).
Erich Bloch,
Director.

DEPARTMENT OF TRANSPORTATION

49 CFR Part 11

It is proposed that Title 49 of the Code
of Federal Regulations be amended by
adding Part 11 as set forth at the end of
this document.

PART 11—PROTECTION OF HUMAN
SUBJECTS

Sec.
11101 To what does this policy apply?
11.102 Définitions.
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Sec.
11103 Assuring compliance with this
licy—research conducted or supported
Federal department or agency.
11.104—11.106 [Reserved]

11.107 IRBmembership.

11108 IRB functions and operations.

11.109 IRB review of research.

11110 Expedited review procedures for
certain kinds of research involving no
more than minimal risk, and for minor
changes in gpproved research.

11.111 Criteria for IRB approva of research.

11112 Review by inditution.

11113 Suspension or termination of IRB
approva of research.

11114 Cooperdtive research.

11115 IRBrecords.

11116 Generd reguirements for informed
consent.

11117 Documentation of informed consent.

11118 Applications and proposals lacking
definite plans for involvement of human
subjects.

11119 Research undertaken without the
intention of involving human subjects.

11120 Evauation and disposition of
applications and proposds for research
to be conducted or supported by a
Federal department or agency.

11121 [Reserved]

11122 Use of Federd funds.

11123 Early termination of research
support: Evaluation of applications and

roposals.
11.15)4 pggfldi tions.

Authority: 5U.SC. 301; 42U.SC. 300v—1—
().

MimiDawson,
Deputy Secretary.

Text of the Proposed Common Rule

The text of the proposed common rule
as adopted by the agencies in this
document appears below,

Part Protection of Human
Subjects

101 To what does this policy

ply?

102 Definitions.

103 Assuring compliance with this
policy—research conducted or supported
by any Federd department or agency.
104—.106 [Reserved]

107 IRBmembership.
.108 IRB functions and operations.
109 IRB review of research.

110 Expedited review procedures
for certain kinds of research involving no
more than minima risk, and for minor
changes in approved research,
111 Criteria for IRB approval of
research.
112  Review by ingtitution.
§ 113 Suspenson or termingtion

of IRB approvd of research.
§ 114 Cooperative research.
§ 115 IRBrecords.

Sec,

§ 118 Generd requirements for
informed consent.

8§ 117 Documentation of informed
consent.

8§ 118 Applications and proposals

lacking definite plans for involvement of

human subjects.

8§ 119 Research undertaken
without the intention of involving human
subjects.

8§ 120 Evauation and digposition
of applications and proposals for
research to be conducted or supported by
a Federal department or agency.

§ 121 [Resarved)

§ 122 Use of Federd funds.

8§ 123 Early termination of

research support; evaluation of
applications and proposas.

§ .124 Conditions.

§ 101 To what does this policy
apply?

(8) Except as provided in paragraph
(bR of this section, this policy appliesto
all research involving human subjects
conducted, supported or otherwise
subject to regulation by any federal
department or agency which tekes
appropriate administrative action to
make the policy applicable to such
research. This includes research
conducted by federal civilian employees
or military personnel, except that each
department or agency head may adopt
such procedural modifications as may
be appropriate from an administrative
standpoint. It also includes research
conducted, supported, or otherwise
subject to regulation by the federal
government outside the United States.

(1) Research that is conducted or
supported by a federal department or
agency, whether or not it is regulated as
definedin§___.102(e), must
comply with all sections of this palicy.

(2) Research that is neither conducted
nor supported by a federal department
or agency but is subject to regulation as
definedin 8_____.102(e) must be
reviewed and approved, in compliance
with 8§ .101, 102,
.107 through 117 of
this policy, by an institutional review
board (IRB) that operates in accordance
with the pertinent requirements of this
policy.

(b) Unless otherwise required by
department or agency heads, research
activities in which the only involvement
of human subjects will be in one or more
of the following categories are exempt
fromthispolicy:

(1) Research conducted in established
or commonly accepted educational
settings, involving normal educational
practices, such as: (i) Research on

regular and special education
instructional strategies, or (ii) research

on the effectiveness of or the
comparison among instructional
techniques, curricula, or classroom
management methods.

(2) Research involving the use of
educational tests (cognitive, diagnostic,
aptitude, achievement), survey
procedures, interview procedures or
observation of public behavior, unless:
(i) Information obtained is recorded in
such a manner that human subjects can
be identified, directly or through
identifiers linked to the subjects; and (ii)
any disclosure of the human subjects
responses outside the research could
reasonably place the subjects at risk of
criminal or civil liability or be damaging
to the subjects financia standing,
employability, or reputation.

(3) Research involving the use of
educational tests (cognitive, diagnostic,
aptitude, achievement), survey
procedures, interview procedures, or
observation of public behavior that is
not exempt under paragraph (b)(2) of
this section, if: (i) The human subjects
are elected or appointed public officias
or candidates for public office; or (ii)
federal statute(s) require(s) without
exception that the confidentiality of the
Bersonally identifiable information will

e maintained throughout the research
and thereafter.

(4) Research involving the collection
or study of existing data, documents,
records, pathological specimens, or
diagnostic specimens, if these sources
are publicly available or if the
information is recorded by the
investigator in such a manner that
subjects cannot be identified, directly or
through identifiers linked to the
subjects.

(5) Research and demonstration
projects which are conducted by or
subject to the approval of department or
agency heads, and which are designed
to study, evaluate, or otherwise
examine: (i) Public benefit or service
programs; (ii) procedurcsfor obtaining
benefits or services under those
programs; (iii) possible changesin or
alternatives to those programs or
procedures; or (iv) possible changes in
methods or levels of payment for
benefits or services under those
programs.

6) Taste and food quality evauation
and consumer acceptance studies, (i) if
wholesome foods without additives are
consumed or (ii) if afood is consumed
that contains a food ingredient at or
below the level end for a use found to
be safe, or agricultural chemical or
environmental contaminant at or below
the level found to be safe, by the Food
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and Drug Administration or approved by
the Environmental Protection Agency or
the Food Safety and Inspection Service
of the U.S. Department of Agriculture.

(c) Department or agency heads retain
final judgment as to whether a particular
activity is covered by this policy.

(d) Department or agency heads may
require that specific research activities
or classes of research activities
conducted, supported, or otherwise
subject to regulation by the department
or agency but not otherwise covered by
this policy, comply with some or all of
the requirements of this policy.

(€) Compliance with this policy
rguw& compliance with pertinent
federa laws or regulations which
provide additiona protections for
human subjects.

(f) This policy does not affect any
state or local laws or regulations which
may otherwise be applicable and which

rovide additional protections for
uman subjects.

(8) This policy does not affect any
foreign laws or regulations which may
otherwise be applicable and which
provide additional protections to human
subjects of research.

(h) When research covered by this
policy takes place in foreign countries,
procedures normally followed in the
foreign countries to protect human
subjects may differ from those set forth
in this policy. [An exampleis aforeign
institution which complies with
guidelines consistent with the World
Medical Assembly Declaration
(Declaration of Helsinki amended 1983)
issued either by sovereign states or by
an organization whose function for the
protection of human research subjects is
internationally recognized.] In these
circumstances, if a department or
agency head determines that the
procedures presecribed by the
ingtitution afford protections that are at
least equivalent to those provided in this
policy, the department or agency head
may approve the substitution of the
foreign procedures in lieu of the
procedura requirements provided in
this policg. Except when otherwise
required by statute, Executive Order, or
the department or agency head, notices
of these actions as they occur will be
published in the Federal Register or will
be otherwise published as provided in
department or agency procedures.

(i) Unless otherwise required by law,
department or agency heads may waive
the applicability of some or &l of the
provisions of this policy to specific
research activities or classes of research
activities otherwise covered by this
policy. Except when otherwise required
by stature or Executive Order, the
department or agency head shall

forward advance notices of these
actions to the Office for Protection from
Research Risks, Department of Health
and Human Services (HHS), and shall
also publish themin the Feder al Register
or in such other manner as provided in
department or agency procedures.

8 .102 Definitions.

(a) “Department or agency head”
means the head of any federa
department or agency and any other
officer or employee of any department
or agency to whom authority has been
del egated.

(b) “Institution” means any public or
Privame entity or agency (including

ederal, state, and other agencies).

(c) “Legally authorized
representative’ means an individual or
judicia or other body authorized under
applicable law to consent on behalf of a
prospective subject to the subject’s
participation in the procedure(s)
involved in the research.

(d) “Research” means a systematic
investigation, including research
development, testing and evaluation,
designed to develop or contribute to
generalizable knowledge. Activities
which meet this definition constitute
“research” for purposes of this policy,
whether or not they are conducted or
supported under a ﬁrogram which is
considered research for other purposes.
For example, some “demonstration” and
“service” programs may include
research activities.

(e) “Research subject to regulation,”
and similar terms are intended to
encompass those research activities for
which a federal department or agency
has specific responsibility for regulating
as a research activity, (for example,
Investigational New Drug requirements
administered by the Food and Drug
Administration). It does not include
research activities which are
incidentally regulated by a federal
department or agency solely as part of
the department’s or agency’s broader
responsibility to regulate certain types
of activities whether research or non-
research in nature (for example, Wage
and Hour requirements administered by
the Department of Labor).

(f) “Human subject” meansaliving
individual about whom an investigator
(whether professiona or student)
conducting research obtains:

(1) Data through intervention or
interaction with the individua, or

(2) Identifiable private information.
“Intervention” includes both physical
procedures by which data are gathered
(for example, venipuncture) and
manipulations of the subject or the
subject’s environment that are
performed for research purposes.

“Interaction” includes communication or
interpersonal contact between
investigator and subject. “Private
information” includes information about
behavior that occurs in a context in
which an individual can reasonably
expect that no observation or recording
is taking place, and information which
has been provided for specific purposes
by an individual and which the
individual can reasonably expect will
not be made public (for example, a
medical record). Private information
must he individually identifiable (i.e.,
the identity of the subject is or may
readily be ascertained by the
investigator or associated with the
information) in order for obtaining the
information to constitute research
involving human subjects.

(9) “IRB” means an institutional
review board established in accord with
and for the purposes expressed in this
policy.

(h) “IRB approva” meansthe
determination of the IRB that the
research has been reviewed and may be
conducted at an ingtitution within the
constraints set forth by the IRB and by
other ingtitutional and federal
requirements.

(i) “Minimal risk” means that the
probability and magnitude of harm or
discomfort anticipated in the research
are not greater in and of themselves
than those ordinarily encountered in
daily life or during the performance of
routine physical or psychological
examinations or tests.

(j) “Certification” means the officia
notification by the ingtitution to the
supporting department or agency, in
accordance with the requirements of
this policy, that a research project or
activity involving human subjects has
been reviewed and approved by an IRB
in accordance with an approved
assurance.

§ .103 Assuring compliance with
this policy—research conducted or
supported by any federal department or
agency.

(a) Each ingtitution engaged in
research which is covered by this policy
and which is conducted or supported by
a federal department or agency will
provide written assurance satisfactory
to the department or agency head that it
will comply with the requirements set
forth in this policy. In lieu of requiring
submission of an assurance, individual
department or agency heads shall
accept the existence of a current
assurance, approprate for the research
in question, on file with the Office for
Protection from Research Risks, HHS,
and approved for federalwide use by
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that office. When the existence of an
HHS-approved assurance is accepted in
lieu of requiring submission of an
assurance, reports (except certification)
required by this policy to be made to
department and agency heads shall aso
be made to the Office for Protection
from Research Risks, HHS.

(b) Departments and agencies will
conduct or support research covered by
this policy only if the institution has an
assurance approved as provided in this
section, and only if the institution has
certified to the department or agency
head that the research has been
reviewed and apﬂroved by anIRB
Browded for in the assurance, and will

e subject to continuing review by the
IRB. Assurances applicable to federaly
supported or conducted research shall at
aminimum include:

(1) A statement of principles
governing the institution in the discharge
of its responsibilities for protecting the
rights and welfare of human subjects of
research conducted at or sponsored by
the ingtitution, regardless of whether the
research is subject to federal regulation.
This may include an appropriate
existing code, declaration, or statement
of ethical eéarinci ples, or a statement
formulated by the ingtitution itself. This
requirement does not preempt
provisions of this policy applicable to
department- or agency-supported or
regulated research and need not be
applicable to any research exempted or
waived under & 101 (b) or (i).

(2}_Deﬁi gnation of one or more IRBs
established in accordance with the
requirements of this policy, and for
which provisions are made for meeting
space and sufficient staff to support the
IRB’s review and recordkeeping duties.

(3) A list of the IRB members
identified by name; earned degrees,
representative capacity; indications of
experience such as board certifications,
licenses, etc., sufficient to describe each
member’'s chief anticipated
contributions to IRB deliberations; and
any employment or other relationship
between each member and the
institution: for example: full-time
employee, part-time employee, member
of governing panel or board,
stockholder, paid or unpaid consultant.
Changes in IRB membership shall be
reported to the department or agency
head, unless in accord with
§ .103(a) of this pOIQ/, the
existence of an HHS-approv
assurance is accepted. In this case,
change in IRB membership shall be
reported to the Office for Protection
from Research Risks, HHS.

(4) Written procedures which the IRB
will follow (i) for conducting itsinitial
and continuing review of research and

for reporting its findings and actions to
the investigator and the institution; (ii)
for determining which projects require
review more often than annually and
which projects need verification from
sources other than the investigators that
no material changes have occurred since
previous|RB review; and (iii) for
ensuring prompt reporting to the IRB of
proposed changes in a research activity,
and for ensuring that such changesin
approved research, during the period for
which IRB approva has aready been
given, may not be initiated without IRB
review and approval except when

nec to eliminate apparent
immediate hazards to the subject.

(5) Written procedures for ensuring
prompt reporting to the IRB, appropriate
ingtitutional officias, and the
department or agency head (i) any
unanticipated problems or scientific
misconduct involving risks to human
subjects or others; (ii) any instance of
serious or continuing noncompliance
with this policy or the requirements or
determinations of the IRB and (iii) any
suspension or termination of IRB
approval.

(¢) The assurance shall be executed
by an individual authorized to act for
the institution and to assume on behalf
of the institution the obligations
imposed by this policy and shall be filed
in such form and manner as the
department or agency head prescribes.

(d) The department or agency head
will evaluate al assurances submitted
in accordance with this policy through
such officers and employees of the
department or agency and such experts
or consultants engaged for this purpose
as the department or agency head
determines to be appropriate. The
department or agency head's evaluation
will take into consideration the
adequacy of the proposed IRB in light of
the anticipated scope of the ingtitutions
research activities and the tygeﬁ of
subject populations likely to be
involved, the appropriateness of the
proposed initial and continuing review
procedures in light of the probable risks,
and the size and complexity of the
ingtitution.

(e) Onthe basis of this evaluation, the
department or agency head may
approve or disapprove the assurance, or
enter into negotiations to develop an
approvable one. The department or
agency head may limit the period during
which any particular approved
assurance or class of approved
assurances shall remain effective or
otherwise condition or restrict approval.

(f) Certification isrequired when the
research is supported by a federal
department or agency and not otherwise
exempted or walved under

8§ .101 (b) or (i). Aningtitution
with an approved assurance shall certify
that each application or proposal for
research covered by the assurance and
by§  .103 of this policy has been
reviewed and approved by the IRB. Such
certification must be submitted with the
application or proposal or by such later
date as may be prescribed by the
department or agency to which the
application or proposal is submitted.
Under no condition shall research
covered by § .103 of the policy
be supported prior to receipt of the
certification that the research has been
reviewed and approved by the IRB.
Institutions without an approved
assurance covering the research shall
certify within 30 days after receipt of a
request for such a certification from the
department or agency, that the
application or proposa has been
approved by the IRB. If the certification
is not submitted within these time limits,
the application or proposa may be
returned to the ingtitution.

§ .104
§

.106 [Reserved]

.107 IRB membership.

(a) Each IRB shall have at least five
members, with varying backgrounds to
promote complete and adequate review
of research activities commonly
conducted by the ingtitution. The IRB
shall be &Jfficimtg/ qualified though
the experience and expertise of its
members, and the diversity of the
members, including consideration of
race, gender, and cultural backgrounds
and sensitivity to such issues as
community attitudes, to promote respect
for its advice and counsel in
safeguarding the rights and welfare of
human subjects. In addition to
possessing the professional competence
nec to review specific research
activities, the IRB shall be able to
ascertain the acceptability of proposed
research in terms of ingtitutional
commitments and regulations,
applicable law, and standards of
professional conduct and practice. The
IRB shall therefore, include persons
knowledgeable in these areas. If an IRB
regularly reviews research that involves
a vulnerable category of subjects, such
as children, prisoners, pregnant women
or mentally disabled persons,
consideration shall be given to the
inclusion of one or more individuals
who are knowledgeable about and
experienced in working with these
subjects.

(b) Every nondiscriminatory effort will
be made to ensure that no IRB consists
entirely of men or entirely of women,
including the institution’s consideration
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of qualified persons of both sexes, so
long as no sdlection is made to the IRB
on the basis of gender. No IRB may
consist entirely of members of one
profession.

(c) Each IRB shdl include at least one
member whose primary concerns are in
scientific areas and at least one member
whose primary concerns are in
nonscientific areas.

(d) Each IRB shall include at least one
member who is not otherwise affiliated
with the ingtitution and who is not part
of the immediate family of a person who
is effiliated with the institution.

(e) No IRB may have a member
participate in the IRB’s initial or
continuing review of any project in
which the member has a conflicting
interest, except to provide information
requested by the IRB.

(f) AnIRB may, initsdiscretion, invite
individuals with competence in specia
areas to assist in the review of issues
which require expertise beyond or in
addition to that available on the IRB.
?’é}gﬁe individuals may not vote with the

§ __.108
operations.

In order to fulfill the requirements of
this policy each IRB shall:

(a) Follow written procedures in the
same detail as described in
§  .103(b)(4) and, tothe extent
required by, 8 .103(b)(5).

(b) Except when an expedited review
procedure is used (see 8 110),
review proposed research at convened
meetings at which a mgjority of the
members of the IRB are present,
including at least one member whose
primary concerns are in nonscientific
areas. In order for the research to be
approved, it shall receive the approval
of amajority of those members present
a the meeting.

§

IRB functions and

.109 IRB review of research.

a) An IRB shdl review and have
authority to approve, reguire
modifications in (to secure approval), or
disapprove al research activities
covered by this policy.

(b) AnIRB shdl require that
information given to subjects as part of
informed consent is in accordance with
§___ .116. ThelRB may require that
information, in addition to that
specificaly mentionedin§ 116,
be given to the subjects when in the
IRB’s judgment the information would
meaningfully add to the protection of the
rights and welfare of subjects.

(c) AnIRB shall require
documentation of informed consent or
may waive documentation in
accordance with § 117.

(d) An IRB shal notify investigators
and the indtitution in writing of its
decision to approve or disapprove the
proposed research activity, or of
modifications required to secure IRB
approval of the research activity. If the
IRB decides to disapprove aresearch
activity, it shal include in its written
notification a statement of the reasons
for its decision and give the investigator
an opportunity to respond in person or
inwriting.

(e) AnIRB shal conduct continuing
review of research covered by this
policy at intervals appropriate to the
degree of risk, but not less than once per
year, and shall have authority to
observe or have a third party observe
the consent process and the research.

§ 110 Expedited review

procedures for certain kinds of research
involving no morethen minimal risk, and
for minorchanges in approved research.

(a) The Secretary, HHS, has
established, and published as a Notice
inthe Federal Register, alist of
categories of research that may be
reviewed by the IRB through an
expedited review procedure. The list
will be amended, as appropriate after
consultation with other departments and
agencies, through periodic republication
by the Secretary, HHS, in the Federal
Register. A copy of thelistis available
from the Office for Protection from
Research Risks, National Ingtitutes of
Hedlth, HHS, Bethesda, Maryland 20892.

(b) With the approva of department
or agency heads, an IRB may use the
expedited review procedure to review
either or both of the following:

(1) some or al of the research
appearing on the list and found by the
reviewers to involve no more than
minimal risk,

(2) minor changesin previously
approved research during the period (of
one year or less) for which approval is
authorized.

Under and expedited review procedure,
the review may be carried out by the
IRB chairperson or by one or more
experienced reviewers designated by
the chairperson from among members of
the IRB. In reviewing theresearch, the
reviewers may excercise al of the
authorities of the IRB except that the
reviewers may not disapprove the
research. A research activity may be
disapproved only after review in
accordance with the non-expedited
procedure set forth in § .108(b).
(c) Each IRB which uses an expedited
review procedure shall adopt a method
for keeping al members advised of
research proposals which have been
approved under the procedure.

(d) The department or agency head
may restrict, suspend, terminate, or
choose not to authorize an ingtitution’s
or IRB’s use of the expedited review
procedure.

§
research.

(&) In order to approve research
covered by this policy the IRB shall
determine that all of the following
requirements are satisfied:

(1) Risksto subjects are minimized: (i)
By using procedures which are
congistent with sound research design
and which do not unnecessarily expose
subjects to risk, and (ii) whenever
appropriate, by using procedures
aready being performed on the subjects
for diagnostic or treatment purposes.

(2) Risksto 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. In evaluating risks
and benefits, the IRB should consider
only those risks and benefits that may
result from the research (as
distinguished from risks and benefits of
therapies subjects would receive even if
not participating in the research). The
IRB should not consider possible long-
range effects of applying knowledge
gained in the research (for example, the
possible effects of the research on public
policy) as among those research risks
that fall within the purview of its
responsibility.

(3) Selection of subjects is equitable.
In making this assessment the IRB
should take into account the purposes of
the research and the setting in which the
research will be conducted and should
be particularly cognizant of the special
problems of research involving
vulnerable populations, such as
children, prisoners, pregnant women,
mentally disabled persons, or
economicaly or educationally
disadvantaged persons.

(4) Informed consent will be sought
from each prospective subject or the
subject’s legally authorized
representative, in accordance with, and
to the extent required by § 116.

(5) Informed consent will be
appropriately documented, in
accordance with, and to the extent
required by 8 J117.

(6) When appropriate, the research
plan makes adequate provision for
monitoring the data collected to ensure
the safety of subjects.

(7) When appropriate, there are
adequate provisions to protect the
privacy of subjects and to maintain the
confidentiaity of data.

111 Criteriafor IRB approval of
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(b) When some or all of the subjects
are likely to be vulnerable to coercion or
undue influence, such as children,
prisoners, pregnant women, mentally
disabled persons, or economically or
educationally disadvantaged persons.
additional safeguards have been
included in the study to protect the
rights and welfare of these subjects.

§ 112 Reviewby institution.

Research covered by this policy that
has been approved by an IRB may be
subject to further appropriate review
and approva or disapproval by officials
of the ingtitution. However, those
officials may not approve the research if
it has not been approved by an IRB.

8 .113 Suspension or termination
of IRB approval of research.

An IRB shall have authority to
suspend or terminate approval of
research that is not being conducted in
accordance with the IRB’ s requirements
or that has been associated with
unexpected serious harm to subjects.
Any suspension or termination of
approval shdl include a statement of the
reasons for the IRB’s action and shall be
reported promptly to the investigator,
appropriate ingtitutional officias, and
the department or agency head,

8§

114 Cooperative research.
Cooperative research projects are
those projects covered by this policy
which involve more than one ingtitution.
In the conduct of cooperative research
projects, each ingtitution is responsible
for safeguarding the rights and welfare
of human subjects and for complying
with this policy. With the approval of
the department or agency head, an
institution participating in a cooperative
project may enter into a joint review
arrangement, rely upon the review of
another qualified IRB, or make similar
2fr¥angements for avoiding duplication of
ort.

§______ 115 IRB records.

(&) Aningtitution, or when
appropriate an IRB, shall prepare and
maintain adequate documentation of
IRB activities, including the following:

(1) Copies of al 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.

(2) Minutes of IRB meetingswhich
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.

(3) Records of continuing review
activities.

(4) Copies of al correspondence
between the IRB and the investigators.

(5) A list of IRB membersin the same
detail as described in
§ _______.103(b)(3).

(6) Written procedures for the IRB in
the same detail as described in
§  .103(b)(4) and
8 .103(b)(5).

(7) Statements of significant new
findings provided to subjects, as
required by 8 .116(b)(5).

(b) The records required by this policy
shall be retained for at least 3 years, and
records relating to research which is
conducted shall be retained for at least 3
years after completion of the research.
All records shall be accessible for
inspection and copying by authorized
representatives of the department or
agency at reasonable times and in a
reasonable manner.

§ .116 General requirements for
informed consent.
Except as provided elsewhere in this

ﬁolicy, no investigator may involve a

uman bel ngl]_as a subject in research
covered by this policy unless the
investigator has obtained the legaly
effective informed consent of the subject
or the subject’s legally authorized
representative. An investigator shall
seek such consent only under
circumstances that provide the
prospective subject or the representative
sufficient opportunity to consider
whether or not to participate and that
minimize the possibility of coercion or
undue influence. The information that is
given to the subject or the
representative shall be in language
understandable to the subject or the
representative. No informed consent,
whether oral or written, may include
any exculpatory language through which
the subject or the representative is made
to waive or appear to waive any of the
subject’s legal rights, or releases or
appears to release the investigatory, the
sponsor, the institution or its agents
from liability for negligence.

a) Basic elements of informed
consent. Except as provided in
paragraph (c) or (d) of this section, in
seeking informed consent the following
information shall be provided to each
subject:

81) A statement that the study
involves research, an explanation of the
purposes of the research and the
expected duration of the subject’s
participation, a description of the

procedures to be followed, and
identification of any procedures which
are experimental:

(2) A description of any resasonably
foreseeable risks or discomforts to the
subject;

(3) A description of any benefits to the
subject or to others which may
reasonably be expected from the
research;

(4) A disclosure of appropriate
aternative procedures or courses of
threatment, if any, that might be
advantageous to the subject;

(5) A statement describing the extent,
if any, to which confidentiality of
records identifying the subject will be
maintained;

(6) For research involving more than
minimal risk, an explanation as to
whether any compensation and an
explanation as to whether any medical
treatments are available if injury occurs
and, if so, what they consist of, or where
further information may be obtained;

(7) An explanation of whom to contact
for answers to pertinent questions about
the research and research subjects
rights, and whom to contact in the event
of aresearch-related injury to the
subjects and

(8) A statement that participation is
voluntary, refusal to participate will
involve no penalty or loss of benefits to
which the subject is otherwise entitled,
and the subject may discontinue
participation at any time without
penalty or loss of benefits to which the
subject is otherwise entitled.

(b) Additional elements of informed
consent. When appropriate, one or more
of the following elements of information
shall aso be provided to each subject:

(1) A statement that the particular
treatment or procedure may involve
risks to the subject (or to the embryo or
fetus, if the subject is or may become
pregnant) which are currently
unforeseesble;

(2?1 Anticipated circumstances under
which the subject’s participation may be
terminated by the investigator without
regard to the subject’s consent;

(3) Any additional costs to the subject
that may result from particpation in the
research;

(4) The conseguences of a subject’s
decision to withdraw from the research
and procedures for orderly termination
of participation by the subject;

(5) A statement that significant new
findings developed during the course of
the research which may relate to the
subject’ s willi n?n& to continue
participation will be provided to the
subject; and

(6) The approximate number of
subjects involved in the study.
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(c) AnIRB may approve a consent
procedure which does not include, or
which aters, some or al of the elements
of informed consent set forth above, or
waive the requirement to obtain
informed consent provided the IRB finds
and documents that:

(1) The research or demonstration
project is to be conducted by or subject
to the approval of state or loca
government officials and is designed to
study, evaluate, or otherwise examine:
(i) Public benefit or service programs; (ii)
procedures for abtaining benefits or
services under those programs; (iii)
possible changes in or aternatives to
those programs or procedures; or (iv)
possible changes in methods or levels of
payment for benefits or services under
those programs; and

(2) The research could not practicably
be carried out without the waiver or
alteration.

(d) AnIRB may approve a consent
procedure which does not include, or
which aters, some or all of the elements
of informed consent set forth in this
section, or waive the requirements to
obtain informed consent provided the
IRB finds and documents that:

(1) The research involves no more
than minimal risk to the subjects;

(2) The waiver or ateration will not
adversely affect the rights and welfare
of the subjects:

(3) The research could not practicably
be carried out without the waiver or
alteration; and

(4) Whenever appropriate, the
subjects will be provided with
additional pertinent information after
participation.

(e) Theinformed consent
requirements in this policy are not
intended to preempt any applicable
federal, state, or local laws which
require additional information to be
disclosed in order for informed consent
to be legally effective.

(f) Nothing in this policy is intended to
limit the authority of a physician to
provide emergency medical care, to the
extent the physician is permitted to do
so under applicable federd, state, or
local law.

§ Documentation of informed

consent.

(a) Except as provided in paragraph
(¢) of this section, informed consent
shall be documented by the use of a
written consent form approved by the
IRB and signed by the subject or the
subject’s legaly authorized
representative. A copy shall be given to
the person signing the form.

(b? Except as provided in paragraph
(c) of this section, the consent form may
be either of the following:

117

(1) A written consent document that
embodies the elements of informed
consent required by § .116. This
form may be read to the subject or the
subject’s legally authorized
representative, but in any event, the
investigator shall give either the subject
or the representative adequate
opportunity to read it before it is signed;

;

(2) A “short form” written consent
document stating that the elements of
informed consent required by
8 .116 have been presented
orally to the subject or the subject’s
legally authorized representative. When
this method is used, there shall be a
witness to the oral presentation. Also,
the IRB shall approve a written
summary of what is to be said to the
subject or the representative. Only the
short form itself Is to be signed by the
subject or the representative. However,
the witness shall sign both the short
form and a copy of the summary, and
the person actually obtaining consent
shall sign a copy of the summary. A
copy of the summary shall be given to
the subject or the representative, in
addition to a copy of the “short form.”

(c) An IRB may waive the requirement
for the investigator to obtain a signed
consent form for some or al subjects if
it finds either:

(2) That the only record linking the
subject and the research would be the
consent document and the principal risk
would be potential harm resulting from
a breach of confidentiality. Each subject
will be asked whether the subject wants
documentation linking the subject with
the research, and the subject’s wishes
will govern; or

(2) That the research presents no more
than minimal risk of harm to subjects
and involves no procedures for which
written consent is normally required
outside of the research context.

In cases in which the documentation
requirement is waived, the IRB may
require the investigator to provide
subjects with a written statement
regarding the research.

§ .118 Applications and proposals
lacking definite plans for involvement of
human subjects.

Certain types of applications for
grunts. cooperative agreements, or
contacts are submitted to departments
or agencies with the knowledge that
subjects may be involved within the
period of support, but definite plans
would not normally be set forth in the
application or proposal. These include
activities such as ingtitutional type
grants when selection of specific
projects is the ingtitution’s
responsibility; research training grants

in which the activities involving subjects
remain to be selected and projects in
which human subjects’ involvement will
depend upon completion of instruments,
prior animal studies, or purification of
compounds. These applications need not
be reviewed by an IRB before an award
may be made. However, except for
research exempted or waived under

§ .101(b) or (i), no human
subjects may be involved in any project
supported by these awards until the
project has been reviewed and approved
by the IRB, as provided in this palicy,
and certification submitted, by the
institution, to the department or agency.

§ .119 Research undertaken
without the intention of involving human
subjects.

In the event research is undertaken
without the intention of involving of
human subjects, but it is later proposed
to involve human subjects in the
research, the research shall first be
reviewed and approved by an IRB, as
provided in this policy, a certification
submitted, by the ingtitution, to the
department or agency, and final
approval given to the proposed change
by the department or agency.

§ .120 Evaluation and disposition
of applications and proposals for research
to be conducted or supported by a Federal
department or agency.

(a) The department or agency head
will evaluate all applications and
proposals involving human subjects
submitted to the department or agency
through such officers and employees of
the department or agency and such
experts and consultants as the
department or agency head determines
to be appropriate. This evaluation 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.

(b) On the basis of this evaluation, the
department or agency head may
approve or disapprove the application or
proposal, or enter into negotiations to
develop an approvable one.

8
8

.121 [Reserved]

.122 Use of Federal funds.

Federa funds administered by a
department or agency may not be
expended for research involving human
subjects unless the requirements of this
policy have been satified.
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§ 123 Early termination of
research support; evaluation of
applicationsand proposals.

(8 The department or agency head
may require that department or agency
support for any project be terminated or
suspended in the manner prescribed in
applicable program requirements, when
the department or agency head finds an
institution has materially failed to
comply with the terms of this policy.

(b) In making decisions about
supporting or approving applications or
proposals covered by this policy the
department or agency head may take
into account, in addition to dl other
eligibility requirements and program
criteria, factors such as whether the
applicant has been subject to a
termination or suspension under
paragraph (a) of this section and
whether the applicant or the person or
persons who would direct or has have
directed the scientific and technical
aspects of an activity has have, in the
judgment of the department or agency
head, materialy failed to discharge
responsibility for the protection of the
rights and welfare of human subjects
(whether or not the research was subject
to federal regulation).

8

.124  Conditions

With respect to any research project
or any class of research projects the
department or agency head may impose
additional conditions prior to or at the
time of approva when in the judgment
of the department or agency head
additional conditions are necessary for
the protection of human subjects.
[FR Doc. 88-25552 Filed 11-9-88; 8:45 am|
BILLING CODE 4140-01-M

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration
21 CFR Parts 50 and 56

[Docket No. 87N-0032]

Protection of Human Subjects;
Informed Consent; Standards for
Institutional Review Boards for Clinical
Investigations

AGENCY: Food and Drug Administration.
ACTION: Proposed rule.

SUMMARY: The Food and Drug
Administration (FDA) is proposing to
amend (1) its regulations that contain
the general standards for any
institutional review board (IRB) that
reviews clinical investigations regulated
by the agency and (2) its regulations that
establish genera requirements for

informed consent of human subjects that
participate in such research. The agency
intends to conform its regulations to the
extent possible to the “Federa Policy
for the Protection of Human Research
Subjects’ (Model Policy) published
elsewhere in this issue of the Federal
Register . Existing FDA regulations
governing protection of human subjects
share a common core with the Model
Policy and implement the fundamental
principles embodied in that policy. The
purpose of these proposed amendments
Is to eliminate certain inconsistencies
with the Model Palicy.

DATE: Comments by January 9, 1989.

ADDRESS: Written comments to the
Dockets Manzégement Branch (HFA-
3050, Food and Drug Administration, Rm.
462, 5600FishersLane, Rockville, MD
20857.

FOR FURTHER INFORMATION CONTACT:
Bonnie M. Lege, Office of Health Affairs
(HFY—20), FoodandDrug
Administration, 5600 FishersLane,
Rockville, MD 20857, 301-443-1382.

SUPPLEMENTARY INFORMATION:

Background
Development of Modd Poalicy

FDA is charged by statute with the
obligation of ensuring the protection of
the rights, safety, and welfare of human
subjects who participate in clinical
investigations involving articles subject
to section 505(i), 507(d), or 520(g) of the
Federal Food, Drug, and Cosmetic Act
(theact) (21U.S.C. 355(i), 357(d), or
360j(q)), aswell asclinical
investigations that support applications
for research or marketing permits for
products regulated by FDA, including
food and color additives, drugs for
human use, medical devices for human
use, biologica products for human use,
and electronic products. In performance
of that obligation, FDA, inthe Federal
Register, of January 27, 1981, adopted
regulations governing informed consent
of human subjects (21 CFR Part 50; 46 FR
8942) and regulations establishing
standards for the composition,
operation, and responsibilities of any
IRB that reviews clinica investigations
involving human subjects (21 CFR Part
56; 46 FR 8958). At the sametime, the
Department of Health and Human
Services (HHS) aso adopted regulations
on the protection of human research
subjects (45 CFR Part 46). Theregulations
adopted by FDA in 21 CFR Parts 50 and
56 and by HHSin 45 CFR Part 46 have
provided a common framework for
clinical investigators, any IRB, and
ingtitutions that have been involved in
research that is subject to FDA's

regulatory requirements or that is
funded by HHS.

In December 1981, the President’s
Commission for the Study of Ethical
Problems in Medicine and Biomedical
and Behaviora Research issued its
“First Biennial Report on the Adeguacy
and Uniformity of Federal Rules and
Policies, and Their Implementation, for
the Protection of Human Subjects in
Biomedica and Behavioral Research,
Protecting Human Subjects.” Included in
this report was a recommendation that
the regulationsissued by HHS (45 CFR
Part 46) be adopted as a common core
by all Federal departments and
agencies, while permitting additions
needed by any department or agency
that were not inconsistent with these
core provisions.

InMay 1982, The President’s Science
Advisor, Office of Science and
Technology Palicy (OSTP), appointed an
Ad Hoc Committee for the Protection of
Human Research Subjects, under the
auspices of the Federal Coordinating
Council for Science, Engineering, and
Technology (FCCSET), to respond to the
recommendations of the President’s
Commission. The Committee was
composed of representatives and ex-
officio members from departments and
agencies that conduct, support, or
regulate research involving human
subjects. The Ad Hoc Committee
developed responses to the
recommendations of the President’s
Commission in consultation with OSTP
and the Office of Management and
Budget (OMB).

The Ad Hoc Committee agreed that
uniformity of Federal regulations is
desirable to eliminate unnecessary
regulations and to promote increased
understanding by ingtitutions that
conduct federally supported or regulated
research involving human subjects. The
Ad Hoc Committee devel oped a model
policy which OSTP later modified and,
with the concurrence of al affected
Federa departments and agencies,
published as a proposal in the Federal
Register of June3, 1986 (51 FR20204).
More than 200 written comments were
submitted in response to the proposal.
These comments were considered by the
Interagency Human Subjects
Coordinating Committee, a second
committee chartered by FCCSET in 1983.
This committee is composed of
representatives of al Federal
departments and agencies that conduct,
support, or regulate research involving
human subjects. Published elsewhere in
thisissue of the Feder al Register isthe
final Model Policy.

FDA concurs with the final Model
Policy. However, FDA must diverge
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from § .101(h) of the final
Model Policy with regard to those
clinical investigations that take place in
a foreign country and are conducted
under a research permit granted by
FDA. Such investigations must be
carried out in accordance with the act,
which establishes certain requirements
for the conduct of such investigations
(see e.g., 21 U.S.C. 355(i), 357(d)(3), and
360j()). For these investigations, FDA
does not have the authority to accept
the procedures followed in aforeign
country in lieu of the procedures
required by the act. FDA must also
departfrom8__ .116(d) of the
final Model Policy (see21 CFR50.20).
The act requires that informed consent
be obtained from all subjects of clinica
investigations except in very limited
circumstances (see, e.g., 21 U.S.C. 355(i),
357(d)(3), and 360j(g)(3)(D), which
establish requirements for the conduct
of clinical investigations for drugs,
antibiotic drugs, and medical devices,
respectively). FDA does not have the
authority under the act to waive this
requirement.

Accordingly, the agenclzl/ is committed
to being as consistent with the final
Model Policy asit can be, given the
unique situation created by the act and
the fact that FDA only regulates, and
does not support or conduct, research
under its regulations. For al these
reasons, the agency proposes the
following amendments to its regulations
in Parts 50 and 56 to conform them to
the final Model Policy to the extent
permitted by the act. The proposed
changes are minor, and FDA believes
that they would not require significant
modifications in current IRB procedures
or operations or in how informed
consent is obtained from human
subjects who participate in clinical
investigations.

Proposed Revisions of FDA'S
Regulations

Definitions

1. FDA proposesto revise the
definition of “minimal risk” in 88 50.3(1)
and 56.102(i) to conform it to the
definition in the Model Policy. The

current definition in 88 50.3(I) and
56.102(i) of FDA’ sregulations states:

“Minima risk” means that the risks of
harm anticipated in the proposed research
are not greater, considering probability and
magnitude, than those ordinarily encountered
in daily life or during the performance of
routine physical or psychological
examinations or tests.

The wording of the definition of
“minimal risk" in 8___.102(i) of the
final Model Policy isdightly different.
To make its regulations as consistent as

possible with theModel Policy, FDA is
proposing to adopt that policy’s
definition of “minimal risk.”
Accordingly, FDA is proposing to revise
8850.3(1) and56.102(i) to state:

“Minimd rik” means that the probability
and magnitude of harm or discomfort
anticipated in the research are not greater in
and of themselves than those ordinarily
encountered in daily life or during the
performance of routine physical or
psychologica examinations or tests.

FDA believes that the proposed
change in wording does not
substantively change the current
definition of “minimal risk” asit
pertains to research regulated by the
agency. Rather, it clarifies FDA’s current
definition.

2. FDA proposesto add to the IRB
regulations a definition of “1RB

proval,” whichisincluded in §
.102(h) of thefinal Model Palicy. The
definition of “IRB approva” in proposed
new §56.102(m) isprovided to conform
FDA’s regulationswith the Model Policy
and for clarification. It is consistent with
the agency’ s policy respecting IRB
approval under current Part 56.

Exemptions from IRB Requirement

3. Innew §56.104(d), FDA proposesto
add to the list of categories of clinica
investigations that are exempt from the
requirements for IRB review certain
taste and food quality evaluation
studies. This exemption is provided in
the find Model Policy at §
.101(b)(6), in response to arequest from
the U.S. Departmen tof Agriculture
(USDA), but itis aso appropriate for
FDA.. The exemption would apply only
to taste tests and quality evaluation
studies of foods that are not adulterated
and that contain ingredients that are (1)
generally recognized as safe (GRAS)

see21 CFRParts170, 182, 184, and 186),
2) used in accordance with FDA’ s food
additive regulations, or (3) used in
accordance with an approval issued by

USDA or the Environmental Protection

Agency.
IRB Membership

4. FDA isproposing to amend
§56.107(a) in several respectsto
conform it to the language contained in
§_ '1Oe7a(? of thefinal Mode Palicy.
First, instead of the current provision in
FDA'’s regulations that specifies that an
IRB shall be sufficiently qualified
through, among other factors, “ * * * the
diversity of the members backgrounds
including consideration of the racia
and cultural backgrounds of members
**x " theagency proposesto
substitute“ * * * the diversity of the
members, including consideration of

“

race, gender, and cultural backgrounds

This proposed change would add
gender to the considerations of
diversity. The addition of gender
emphasizes the importance of including
both men and women as members of
any IRB. FDA considers this change to
be necessary in light of the change that
itisproposingto makein § 56.107(b),
which is discussed in paragraph 5 of this
preamble.

In addition, to conform to the
language contained in 8____.107(a) of
the final Model Policy, FDA is proposing
to modify the requirement in §56.107(a)
that an IRB that regularly reviews
research that involves a vulnerable
category of subjects include one or more
individuals who are primarily concerned
with the welfare of those subjects. FDA
is proposing to require only that the
institution ?or other authority) that
establishes the IRB consider including
such an individual as a member of such
an IRB. FDA expects that, evenif it
makes this change in its regulations,
institutions will continue to appoint
individuals to the IRB who are primarily
concerned with the welfare of
vulnerable subject populations in
appropriate situations.

Finaly, FDA Propos&s to add the
following examples of vulnerable
populationsto § 56.107(a): Children,
prisoners, pregnant women, or mentally
disabled persons. FDA is proposing this
change in the regulation to conform it to
the final Mode Policy and to make clear
the types of human subjects that the
agency considers to be “vulnerable
populations.”

5.Incurrent § 56.107(b), FDA provides
that an IRB may not consist entirely of
men or entirely of women, or entirely of
members of one profession. FDA
pr:opos&s torevise § 56.107(b) to require
that:

Every nondiscriminatory effort will be
made to ensure that no IRB consists entirely
of men or entirely of women, including the
ingtitution’s consideration of qualified
persons of both sexes, so long as no selection
IS made to the IRB on the basis of gender. No
IRB may consist entirely of members of one
profession.

This language was developed by
OSTPin consultation with the U.S.
Department of justice and is included in
§ _ .107(b) of the final Model
Policy to make clear that an individual
should not be appointed to an IRB solely
because of gender. FDA proposes to
revise §56.107(b) accordingly.

Asprovidedin § 56.107(a), however,
in seeking diverse membership on the
IRB, the institution must consider both
men and women who can contribute to
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the work of the IRB. Given the ready
availability of well-qualified persons of
both genders, FDA expects that only
rarely, if ever, will an IRB consist solely
of men or solely of women.

6. FDA proposesto revise § 56.107(c).
which currently requires each IRB to
include at least one member whose
primary concerns are in nonscientific
areas, to conform to the language
contained in final § .107(c) of
theModel Policy. Asrevised, & 56.107(c)
would require that each IRB include at
least one member whose primary
concerns are in scientific areas and at
least one member whose primary
concerns are in nonscientific areas.
These changes should not affect any IRB
that reviews research regulated by FDA.
As described in the preamble to the 1981
IRB regulations (46 FR8966), FDA's
current regulations assume that an IRB
will include at least one qualified
scientist:

** * FDA emphasizes that § 56.107(a)
requires that IRBs have as members persons
with the professional competence necessary
to review the proposed research. For
example, FDA would expect that an IRB that
reviews investigational new drug studies will
include at least one physician.

FDA expects that institutions will
continue to use good judgment and
diligence in selecting as IRB members
persons who can fulfill the requirements
of § 56.107(a), so that persons of varying
backgrounds will be included on any
IRB to ensure complete and adequate
review of the research activities.

Should FDA adopt the proposed
amendment, in inspecting any IRB, the
agency will continue to review an IRB’s
composition to ensure that its
membership is appropriate for the
research it is charged to review and may
request that member ship be
supplemented if complete and adequate
review of the research does not appear
possible.

IRB Functions and Operations

To be consistent with the language
contained in § .103(b) (4) and
(5) of thefina Modd Policy, FDA is
proposing to remove 8§ 56.108(a) (5) and
(), redesignate current § 56.108(b) as
§56.108(c), and add new § 56.108(b) that
would state:

Follow written procedures for ensuring
prompt reporting to the IRB, appropriate
ingtitutiona officias, and the Food and Drug
Adminigtration of: (1) Any unanticipated
problems or scientific misconduct involving
risks to human subjects or others; (2) any
instance of serious or continuing
noncompliance with these regulations or the
requirements or determinations of the IRB;
and (3) any suspension or termination of IRB
approval.

New § 56.108(b) would incorporate the
requirements currently included in
§56.108(a) (5) and (c) of FDA's
regulations, conform them to the final
Model Policy, and respond to
recommendations 7 and 8 of the
President’ s Commission concerning
scientific misconduct in research
involving human subjects, as described
in the preamble to the proposed Model
Policy(51 FR 20209, 20210).New
§ 56.108(b) would effect three changesin
FDA’sregulations.

a. The mgjor change isto require
prompt reporting of scientific
misconduct involving risks to human
subjects or others while alowing
institutions the flexibility to develop
their own procedures. These procedures
must assure that instances of scientific
misconduct are promptly reported to the
IRB, to appropriate institutional
officials, and to FDA. Institutions will,
therefore, be afforded flexibility in
meeting the requirements of the
regulations.

b. The current regulations require that
an IRB follow written procedures that
ensure prompt reporting to the IRB of
unanticipated problems involving risks
to subjects or others. Proposed
§ 56.108(b) would require that an|RB
follow written procedures that ensure
prompt reporting of unanticipated
problems not only to the IRB but also to
appropriate institutional officials and
FDA.

c. Finally, FDA'’s current regulations
provide that the IRB is responsible for
reporting any instance of serious or
continuing noncompliance with the
regulations or the requirements or
determinations of the IRB, and any
suspension or termination of IRB
approval, to appropriate institutional
officialsand to FDA. FDA is proposing
to require that these responsibilities be
reflected in the written procedures of
thelRB.

These proposed changes would ensure
that the IRB, the institution, and FDA
are informed of problems and
misconduct based on noncompliance
with the regulations. Because of the
importance that FDA attaches to
ensuring that the IRB, the ingtitution,
and FDA are so informed, the agency
has tentatively determined that the
obligation to notify these bodies should
be reflected in the IRB’ swritten
procedures.

Expedited Review Procedures for
Certain Kinds of Research Involving No
More Than Minimal Risk and for Minor
Changes in Approved Research

8. FDA proposesto revise § 56.110(b)
to conform it to the language contained
in § 2.110(b) of thefinal Model Policy.

The first and second sentences of
§56.110(b) currently provide that:

An IRB may review some or al of the
research appearing on [a ligt published in the
Federal Register of January 27,1981;46FR
8980] through an expedited review procedure,
if the research involves no more than minimal
risk. The IRB may also use the expedited
review procedure to review minor changes in
previoudy approved research during the
period for which approva is authorized.

FDA proposes to revise this language
to state:

An IRB may use the expedited review
procedure to review either or both of the
following: (1) Some or al of the research
appearing on the list and found by the
reviewers to involve no more than minimal
risk, (2) minor changes in reviouglgl
approved research during the period (of 1
year or less) for which approva is
authorized.

FDA believes that this change would
not in any way change the substance of
the regulation or the circumstances in
which expedited review may be used.

Criteria for IRB Approval of Research

9. FDA proposes to revise
§56.111(a)(3) and (b) toconformits
regulations to the language contained in
§ .111(a)(3) and (b) of the final
Model Policy. As discussed below, these
proposed revisions would both clarify
and reinforce current regulatory
requirements.

FDA would retain the current wording
in § 56.111(a)(3), but at the end of the
provision would add the phrase “and
should be particularly cognizant of the
specia problems of research involving
vulnerable populations, such as
children, prisoners, pregnant women,
mentally disabled persons, or
economically or educationally
disadvantaged persons.”

This proposed addition would
conform § 56.111(a)(3) tothelanguage
contained in §_____.111(a)(3) of thefinal
Model Policy and would reinforce the
protections in § 56.107 for vulnerable
populations.

FDA is proposing three changesin
§56.111(b) to conformiit to the language
contained in the Model Policy. The first
proposed change would delete the
phrase “such as persons with acute or
severe physical or mental illness’ from
the examples given of subjects likely to
be vulnerable to coercion or undue
influence. Although this category of
subjects would no longer be explicitly
included in §56.111(b), FDA would
continue to regard these persons as
being likely to be vulnerable to coercion
or undue influence and would expect an
IRB to ensure that appropriate
additional safeguards have been
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included in a study to protect the rights
and welfare of such subjects. The
second proposed change would clarify
which groups of subjects are likely to be
vulnerable to coercion or undue
influence, by giving examples from

§  .111(b) of thefinal Model Policy.
The groups mentioned are children,
prisoners, pregnant women, mentally
disabled persons, or economicaly or
educationally disadvantaged persons.
The third change that the agency is
proposing is to delete the word
“appropriate’ from the requirement that,
where nec “ xx x grditional
safeguards have been included in the
study to protect the rights and welfare of
these subjects.” FDA expect that any
additional safeguards that are
recommended in a study would be
appropriate to protect the rights and
welfare of subjects included in the
study, and, therefore, inclusion of the
word “appropriate”’ is unnecessary.

IRB Records

10. FDA isproposing to revise
8 56.115(22(6) tocross-reference
proposed § 56.108(b), whichwould
require the IRB to follow written
procedures for certain reporting
requirements. The agency proposes this
change for consistency with the Model
Policy and, therefore, considers it to be
minor.

Environmental Impact

The agency has determined under 21
CFR 25.24(a)(8) that thisactionisof a
type that does not individually or
cumulatively have a significant effect on
the human environment. Therefore,
neither an environmental assessment
nor an environmental impact statement
is required.

Paperwork Reduction Act of 1980

Sections56.108(b) and 56.115 of this
proposed rule contain collection of
information requirements subject to
approval by the Office of Management
and Budget under the terms of the
Paperwork Reduction Act. Comments on
these requirements should be submitted
to FDA’ s Dockets Management Branch
(address above) and to Mr. Richard
Eisinger, Office of Management and
Budget, Executive Office of the
President, Room 3002, New Executive
OfficeBuilding, Washington, DC20503.

Economic and Regulatory Assessments

FDA has examined the economic
consequences of the proposed
amendments to its regulations pertaining
to any IRB and to informed consent in
accordance with the criteria in section
1(b) of Executive Order 12291 and found
that these amendments, if promulgated,

would not be a major rule under the
Executive Order. The agency also has
considered the effect that the proposed
rule would have on small entities
including small businessesin
accordance with the Regulatory
Flexibility Act (Pub. L.96-354). The
agency certifies that there will not be a
significant economic impact on a
substantial number of small entities.

The proposed amendments are
intended to being FDA’s regulations on
infomed consent of human subjects that
participate in clinical research (21 CFR
Part 50) and on genera standards for any
IRB that reviews clinical investigations
regulated by the agency (21 CFR Part 56)
into conformance with the Model Policy
to the extent possible. The proposed
amendments have three kinds of impact.

First, there are nomenclature,
definitiona, and clarifying changes that
do not alter the current usage or
meaning of the terms in the regulations.
These changes have no impact on IRB
functions or operations.

Second, there are two changes that
clearly benefit an IRB and the research
community in general. One exempts
certain taste and food quality evaluation
studies from IRB review. The other
allows for greater flexibility in
determining the composition of any IRB.

Third, there is the change, responding
to recommendations in the preamble to
the Model Policy, which necessitates
adding " unanticipated problems or
scientific misconduct” to alist of items
that are to be reported to the IRB, the
institution, and to the agency, and
requires the IRB to adopt and follow
written procedures for two
responsibilities held under the current
regulations. Incorporating these
requirements into existing |RB written
procedurrels _??]ould requi (;e a most a

aragraph. The agency does not
gonzgdgrp this to %ge aCr}T/]ateriaI burden on
any IRB, regardless of size.

Thus, these proposed amendments are
considered to have no significant effect,
either poditive or negative, on the
institutions overseeing clinical research.

Request for Comments

Interested persons may, on or before
January 9,1989, submit to the Dockets
Management Branch (address above)
written comments regarding this
proposal. Two copies of any comments
are to be submitted, except that
individuals may submit one copy.
Comments are to be identified with the
docket number found in brackets in the
heading of this document. Received
comments may be seen in the office
above between 9 am. and 4 p.m.,
Monday through Friday.

List of Subjects

21 CFRPart50

Prisoners, Reporting and
recordkeeping requirements, Research,
Saf

21 CFRPart 56
Reporting and recordkeeping
requirements, Research, Safety.
Therefore, under the Federal Food,
Drug, and Cosmetic Act and the Public
Health Service Act, it is proposed that
Parts 50 and 56 be amended as follows:

PART 50—PROTECTION OF HUMAN
SUBJECTS

1. The authority citation for 21 CFR
Part 50 isrevised to read as follows:

Authority: Secs. 201,406,409,502, 503,505,
506, 507, 510, 513-516, 518-520, 701(a), 706,
and 801, Pub. L. 717, 52 Stat. 1040-1042 as
amended, 1049-1054 asamended, 1055, 1058
as amended, 55 Stat. 851 as amended, 59 Stat.
463 as amended, 72 Stat. 1785-1788 as
amended, 74 Stat. 399407 as amended, 76
Stat. 794795 as amended, 90 Stat. 540-560,
562-574(21U.S.C. 321, 346, 348, 352, 353, 355,
356, 357, 360, 360c—360f,360h-360j, 371(a), 376,
and 381); secs 215, 351, 354-360F, Pub. L. 410,
58 Sa. 690, 702 as amended, Sa. 1173
1186 as amended (42 U.SC. 216, 262, 263b-
263n); 21 CFR5.10.

2.1n 8 50.3 by revising paragraph (1) to
read as follows:

§50.3 Definitions

(1) “Minimal risk” meansthat the
probability and magnitude of harm or
discomfort anticipated in the research
are not greater in and of themselves
than those ordinarily encountered in
daily life or during the performance of
routine physical or psychological
examinations or tests.

* * * * *

PART 56—INSTITUTIONAL REVIEW
BOARDS

3. The authority citation for 21 CFR
Part 56 is revised to read as follows:

Authority: Secs 201, 406, 408, 409, 501, 502,
503, 505, 506,507, 510, 513-516, 518-520,
701(a), 706, and 801, Pub. L. 717, 52 Stat. 1040
1042 as amended, 1049-1054 as amended,
1055, 1058 as amended, 55 Sat. 851 as
amended, 59 Sa. 463 as amended, 68 Sat.
511-518 as amended, 72 Sat. 17851788 as
amended, 74 Sa. 399-407 as amended, 76
Sat. 794-795 as amended, 90 Stat. 540-546,
560, 562-574(21U.S.C.321, 346, 346a,348, 351,
352,353, 355, 356, 357, 360, 360C-360f, 360h—
360j, 371(a), 376, and 381) Secs 215, 301, 351,
354-360F, Pub. L. 410, 58 Stat. 690, 702 as
amended, 82 Sa. 1173-1186 as amended (42
U.SC. 216, 241, 262, 263-263n); 21 CFR5.10.

4.1n §856.102 by revising paragraph (i)
and adding new paragraph (m) to read
asfollows:
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§56.102 Definitions.

() “Minimal risk” means that the
probability and magnitude of harm or
discomfort anticipated in the research
are not greater in and of themselves
than those ordinarily encountered in
daily life or during the performance of
routine physical or psychological
examinations or tests.

(m) “IRB approval” meansthe
determination of the IRB that the
research has been reviewed and may be
conducted at an ingtitution within the
constraints set forth by the IRB and by
other institutional and Federal
requirements.

5. In §56.104 by adding paragraph (d)
toread asfollows:

§56.104 Exemptions from IRB
requirement

éd) Taste and food quality evaluation
and consumer acceptance studies, if
wholesome foods without additives are
consumed or if a food is consumed that
contains a food ingredient at or below
the level and for a use found to be sfe,
or agricultural chemical or
environmental contaminant at or below
the level found to be safe, by the Food
and Drug Administration or approved by
the Environmental Protection Agency or
the Food Safety and Inspection Service
of the U.S. Department of Agriculture.

6. In 856.107 by revising Paragraphs
(@, (b), and (c) toread asfollows:

§56.107 IRBmembership.

(a) Each IRB shall have at least five
members, with varying backgrounds to
promote complete and adequate review
of research activities commonly
conducted by the ingtitution. The IRB
shall be sufficientg/ qualified through
the experience and expertise of its
members, and the diversity of the
members, including consideration of
race, gender, and cultural backgrounds
and sensitivity to such issues as
community attitudes, to promote respect
for its advice and counsel in
safeguarding the rights and welfare of
human subjects. In addition to
possessing the professional competence
nec to review specific research
activities, the IRB shall 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. The
IRB shall therefore include persons
knowledgeable in these areas. If an IRB
regularly reviews research that involves
a vulnerable category of subjects, such
as children, prisoners, pregnant women,
or mentaly disabled persons,
consideration shall be given to the
inclusion of one or more individuals

who are knowledgeable about and
experienced in working with these
subjects.

(b) Every nondiscriminatory effort will
be made to ensure that no IRB consists
entirely of men or entirely of women,
including the ingtitution’s consideration
of qualified persons of both sexes, so
long as no selection is made to the IRB
on the basis of gender. No IRB may
consist entirely of members of one
profession.

(c) Each IRB shall include at least one
member whose primary concerns are in
scientific areas and at least one member
whose primary concerns are in
nonscientific aress.

7.1n 8§ 56.108 by removing paragraph
(c), redesignating paragraph (b) as
paragraph (c), revising paragraph (a),
and adding paragraph (b) to read as
follows:

§56.108 IRB functions and operations

* * * * *

(a) Follow written procedures (1) for
conducting its initial and continuing
review of research and for reporting its
findings and actions to the investigator
and the ingtitution; (2) for determining
which projects require review more
often than annually and which projects
need verification from sources other
than the investigators that no material
changes have occurred since previous
IRB review; (3) for ensuring prompt
reporting to the IRB of changesin a
research activity; and (4) for ensuring
that changes in approved research,
during the period for which IRB
approval has aready been given, may
not be initiated without IRB review and
approval except where necessary to
eiminate apparent immediate hazards
to the human subjects.

(b) Follow written procedures for
ensuring prompt reporting to the IRB,
appropriate ingtitutiona officias, and
the Food and Drug Administration of (1)
any unanticipated problems or scientific
misconduct involving risks to human
subjects or others; (2) any instance of
serious or continuing noncompliance
with these regulations or the
requirements or determinations of the
IRB and (3) any suspension or
termination of IRB approval.

* * * * *

8. In § 56.110 by revising paragraph (b)
to read asfollows:

§56.110 Expeditedreview procedures
for certain kinds of research involving no
morethan minimal risk and for minor
changesinapproved research.

* * * * *

(b) AnIRB may use the expedited

review procedure to review either or
both of the following: (1) some or all of
the research appearing on the list and
found by the reviewers to involve no
more than minimal risk, (2) minor
changes in previously approved
research during the period (of 1 year or
less) for which approval is authorized.
Under an expedited review procedure,
the review may be carried out by the
IRB chairperson or by one or more
experienced reviewers designated by
the chairperson from among members of
the IRB. In reviewing the research the
reviewers may exercise all of the
authorities of the IRB except that the
reviewers may not disapprove the
research. A research activity may be
disapproved only after review in
accordance with the nonexpedited
procedure set forthin § 56.108(c).

* * * * *

9.1n 8§ 56.111 by revising paragraphs
(®(3) and (b) to read as follows:

§56.111 Criteriafor IRB approval of
research.

(a) * ok ok

(3) Selection of subjectsis equitable.
In making this assessment the IRB
should take into account the purposes of
the research and the setting in which the
research will be conducted and should
be particularly cognizant of the specid
problems of research involving
vulnerable populations, such as
children, prisoners, pregnant women,
mentally disabled persons, or
economically or educationally
disadvantaged persons.

* * * * *

(b) When some or dl of the subjects
are likely to be vulnerable to coercion or
undue influence, such as children,
prisoners, pregnant women, mentally
disabled persons, or economically or
educationally disadvantaged persons,
additional safeguards have been
included in the study to protect the
rights and welfare of these subjects.

10. In § 56.115 by revising paragraph
(8)(6) toread asfollows:

§56.115 IRBrecords.

(a) * *x %

(6) Written procedures for the IRB as
required by § 56.108 (a) and (b).

* * * * *

James S. Benson,

Acting Commissioner ofFoodandDrugs.

OtisR.Bowen,

Secretary of Health andHuman Services.
Dated: August9, 1988.
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