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Introduction

On behalf of 22 research associations and over 350,000 members, we are pleased to
provide this social and behavioral science (SBS) white paper in response to the
Advanced Notice for Proposed Rulemaking (ANPRM) requesting comments
regarding current regulations for the protecting human subjects in research, as set
forth in 45CFR46, Subpart A (the “Common Rule”). We applaud your recognition of
the need to modernize and provide for a more effective Common Rule in light of
concerns, complexities, and challenges that have arisen during the 20 years since its
adoption. We also commend the Department of Health and Human Services (HHS)
and the Office of Science and Technology Policy (OSTP) for jointly taking on this
task. We hope and urge that this direct collaboration continues not only to conclude
successfully this process of rulemaking but also to develop a mechanism that
engages the expertise of all relevant science agencies in the implementation,
oversight, and evaluation of the regulations that issue. An interagency committee
under OSTP would facilitate communication and planning across agencies as new
issues arise and ensure that the focus is not predominately biomedical.

This white paper addresses the ANPRM from the vantage point of a very large
community of concerned scientists with longstanding commitments to and
engagement in the ethical conduct of research. In preparing this document, our aim
is to foster revisions to the Common Rule that are consistent with the principles set
forth in the Belmont Report in 1979 and to offer guidance that can serve to protect
the interests of human subjects so that they can safely participate in research with
genuine informed consent and a sense of their own interests in advancing
knowledge. Although in this white paper we address specifically only social and
behavioral science research, we believe much in this document is pertinent to all
human subjects research that has found itself overshadowed and limited by
regulations drafted with biomedical studies first in mind. We are, in particular,
pleased to see specific attention to SBS research and ways that it differs from
biomedical research whose potential for physical harm led to the development of
the Common Rule.

Lest our specific criticisms be taken too broadly, we emphasize at the outset that we
strongly support the aims and ambition of this project to revise the Common Rule.
We believe that many of the proposed changes will facilitate quality research
without diminishing, and in some cases further strengthening, the protections
accorded human subjects. In structuring our guidance and comments, we follow the
ANPRM systematically in sections II-VIII. Since our aim is to be educative with
respect to the ethical conduct of research, this white paper addresses each topic
generally in order to provide pertinent information and expertise and to better



situate our responses to the specific questions asked in ANPRM. In doing so we note
that it is in the nature of white papers such as this to focus on points found to be
problematic, but we shall also indicate strong support for certain proposed changes
as set forth in the ANPRM. We trust that our comments and recommendations will
allow for further improvement of 45CFR46 consonant with its fundamental purpose
and intent and with furthering the goals that the drafters of ANPRM seek to achieve.

II. Ensuring Risk-Based Protections

We applaud the drafters for directly addressing and aiming to distinguish between
the types of risks involved in human subjects research. We want to call to their
attention the compelling need also to clarify the definitional language in 45CFR46 to
meaningfully distinguish for IRBs the difference between and the implications of the
probability or likelihood that a harm of a certain type might occur and the
magnitude of the harm. The three types of harm (called risks in ANPRM) are
physical, psychological, and informational.

The Social and Behavioral Sciences Working Group on Human Research Protections
offered guidance on this subject in 2004 in a working paper on risk and harm (see
http: //www.aera.net/humansubjects/risk-harm.pdf), This guidance is important
with respect to SBS and other human subjects research as it calls attention to the
need to separately evaluate the probability of a harm and its likely severity.
Moreover, both should be judged not in the abstract or by envisioned worst case
scenarios, but in the context of actions that the researcher will take to reduce the
likelihood of the harm and/or its severity if harm occurs.

More generally it should be made clear that the “ordinarily encountered in daily life
standard” can include both high probabilities of minor inconveniences, harms, and
discomforts when these are of a magnitude, although not necessarily of a kind, that
characterize people’s daily existence and potentially even slightly more serious
harms when the likelihood that these will occur is so extremely remote that they
approximate the very low likelihoods of serious harms in daily life. While the SBS
Working Group document was intended for the Office of Human Research
Protection (OHRP) to guide and improve the operations of Institutional Review
Board (IRB), altering 45CFR46 to language that conveys that the Common Rule
addresses both the likelihood of harm and the magnitude of harm would allow for a
richer understanding of both what kinds of research require full review and the
importance of the steps that researchers can take and IRBs can consider to reduce
the likelihood or probability that a given harm will occur.

We recommend the following: Since the current regulations conflate the
implications of likelihood or probability of harm and the magnitude of harm,

the language in 45CFR46 should be revised to avert this confusion.

A. New Mechanism for Protecting Subjects from Informational Risk



We support the recommendation to separate informational risks from
physical and psychological risk and the proposed plan to remove evaluation of
information risk from the purview of Institutional Review Boards (IRBs). It is
possible to train IRB to assess the magnitude of information harm, but the ANPRM
rightly observes that IRBs are overburdened with the assessment of other harm
categories and that informational risk can be best be handled through mechanisms
for ensuring data protection plans consonant with the magnitude of the
informational harm and the probability of unauthorized access to the identities of
research participants or information (of greater or lesser sensitivity) about them.

In July 2002, the National Human Research Protections Advisory Committee
(NHRPAC), taking into consideration the advice of its SBS Working Group, approved
recommendations on Confidentiality and Research Data Protections (advanced to
the then DHHS Secretary) that emphasized that the potential harm that looms
largest in a great deal of human subjects research relates to inadvertent disclosure
of sensitive information and that this potential can be reduced through strong data
protection plans and other mechanisms. The NHRPAC report noted that the level of
informational harm varies from relatively minor information to highly personal
information on sensitive topics and that data protection plans need to be calibrated
to the level of potential informational harm. The report also notes that research data
need to be protected from forced disclosures for non-research purposes (e.g., legal
entities) and provides an Illustrative Overview of Federal Research Confidentiality
Statutes and Codes. See the NHRPAC report and recommendation at
http://www.hhs.gov/ohrp/archive /nhrpac/doc-report.htm.)

The NHRPAC recommendations on data security and reduction of information risk
are consistent with the ANPRM, and we applaud attention to this issue in the plan
for proposed rulemaking changes. Consistent with the NHRPAC
recommendations, however, we do not support a one-size-fit all solution for
data security and data protection or basing mandatory standards for data
security and information protection on the standards of identifiability
specified under the HIPAA Privacy Act. As discussed in greater length in section V
below (Strengthening Data Protections to Minimize Information Risks), HIPPA’s
standards are unsuitable for several reasons: HIPPA is designed to provide privacy
protection for administrative health records related to specific categories of
Personal Identifiable Information (PII) and has failings even as a mechanism for
permitting health research consonant with privacy protection (see 2009 IOM report
on Beyond the HIPAA privacy rule: Enhancing privacy, improving health through
research); HIPAA was not intended to identify data security and data protection
mechanisms that would reduce risks of advertent or inadvertent data disclosure
while allowing appropriate research use, nor is it well suited to this end; and,
because HIPAA was drafted with an eye to protecting patient medical records, it is
particularly ill suited to the kinds of data security and subject protection issues that
SBS researchers encounter in wide-ranging research beyond health and beyond the
use of administrative records (e.g., census data).



In its suggestion that HIPAA be consulted for definitive guidance, the ANPRM
has not benefitted from the best scientific and ethical understandings of how
to ensure data protection and data security at minimal cost to important
research enterprises, particularly with respect to data, including health data,
produced and used by the SBS sciences. For more than two decades, guidance has
been produced and updated under the auspices of the National Academy of Sciences
(through the National Research Council [NRC]) and the Institute of Medicine (see
Appendix A). Other well thought-out guidance, including guidance for data
protection, data security, data disclosure testing, and secure data access, is found in
the work of federal statistical agencies. Also, data archives such as the Inter-
University Consortium of Political and Social Research (ICPSR) have established
rigorous standards and procedures for the dissemination and analysis of public-use
data and for the conditions that allow for access, use, and analysis of restricted-data.
In addition, codes of ethics of various professional and scientific associations
address these issues (for example, the ethical standards of the American
Educational Research Association on appropriate use of confidential data collected
by others, or the American Statistical Association’s statement on Data Access and
Personal Privacy: Appropriate Methods of Disclose Control). Finally, federal
regulations apart from HIPAA also confront the need to protect PII and do so using
different mechanisms (e.g., federal data collections adhere to the Confidential
Information Protection and Statistical Efficiency Act [CIPSEA]). These sources must
be consulted in thinking about how best to protect the data security and privacy
interests of research subjects. It would be good if the HIPAA definitions and
regulations provided an adequate solution, but they do not.

Appendix A of this white paper is a report on Protecting Research Participants and
Facilitating Data Access—Recommendations prepared by the National Academies
prepared by the Academies staff to summarize the state of the knowledge and
recommendations issued between 1985 and 2010 from approximately 20 study
panels and committees. This work and in particular two of the foundational NRC
reports—the Protecting Participants and Facilitating Social and Behavioral Sciences
Research (2003) and Expanding Access to Research Data: Reconciling Risks and
Opportunities (2005), suggest that HHS would be remiss if it revised 45CFR46 to put
in place mandatory standards, whether based on HIPAA or otherwise, without
building on extant, time-tested, and cumulative standards, methods, measures, and
advisement for protecting personally identifiable information, ensuring data
protection and security, and permitting access and use.

We recommend one of a number of immediate steps in the revision of 45CFR46:

e Commit to (1) an examination of options available for researchers
establishing data protection plans and for oversight of those plans that
are efficient, flexible, and in accord with the data being collected; and
(2) an independent study of these options drawing upon expert sources
like those mentioned above (seeking guidance from the NRC would be
particularly appropriate here);



e Meanwhile, permit researchers under a revision of 45CFR46 to provide
information on data protection as part of the registration process for
excused research subject to the conditions below.

0 Exempt from further specification, review, or registration of data
protection plans, research using only data derived from public-
use files that have been already vetted through a disclosure
review board, data archives, survey/data centers, or federally
approved data archives or other federally approved system of
access. This recommendation is consistent with the 2002
recommendations on public use data files of the National Human
Research Protections Advisory Committee (see
http: //www.hhs.gov/ohrp/archive/nhrpac/documents/dataltr.pdf),
the NRC 2003 report cited above, and growing practices at a number
of institutions. It also recognizes the adequacy of the conditions that
federal agencies themselves impose when providing research access
to some of the most sensitive federally held data.

0 Hold researchers who seek excused status for restricted-data use
accountable in accord with their data security and protection
plans. Require researchers using such data to register their
research and information on access approval through a data use
agreement. Require researchers using restricted data to adhere
to the protection of private information and confidentiality
agreements that were part of the original consent with human
subjects, under penalty for violation.

B. Calibrating the Levels of Review to the Level of Risk

We welcome and strongly support planned changes set forth in the ANPRM
that will better calibrate IRB scrutiny of the risk of harm (better stated as the
magnitude of harm) that a project might entail. Better calibration will allow IRBs
to more closely review projects that pose greater than minimal levels of harm or
otherwise raise serious ethical concerns. It will at the same time reduce delay and
other costs that unnecessary scrutiny of low-risk projects imposes on IRBs and
researchers alike. This commitment to strengthen the calibration necessarily needs
to involve a parallel commitment to scrutinize what research can be included in
excused or expedited review and to monitor the process to ensure that regulatory
creep to full review is averted given the all too common migration to full review by
IRBs over time.

1. Full Convened IRB Review

Turning to the specific suggestions, we believe that continuing review can be
eliminated for all minimal risk studies that undergo expedited review, or, with



research involving greater than minimal risk (addressed in this section of the
ANPRM), when the research is at the data analysis stage or when data are provided
that are routinely collected and have been approved for the study. At this stage, any
harm is informational and should be protected under appropriate data protection
plans. Specifically:

e We agree with the statement in the ANPRM that research that poses
greater than minimal risk should be reviewed by a fully convened IRB
and that 45CFR46 should not be changed in that regard. Assuming
increased attention and clarity about what can be classified as minimal risk
research and qualify for expedited review (or in the case of information risk
for being excused), we support the premise that IRB review should focus on
research than involves greater than minimal risk.

e We also agree with the statement in the ANPRM that, regardless of
whether identifiers are retained, continuing review should cease when
data analysis and report writing are the only remaining research
activities or when additions to the data are part of routine data
collection. We agree with the change in (i) about the data analysis stage,
and we further recommend that the language in (ii) be broadened to
include accessing follow-up data that are routinely obtained (e.g., test
scores, salary information) in SBS research and for which there has
been prior consent and approval. There are social and behavioral science
data that are equivalent to follow-up data that are part of the standard of
care, and reference to such SBS data should be included in a revised ii.

e In the course of data analysis, SBS researchers more than occasionally find
ways of improving their planned approach or that relationships that they had
not planned to investigate are worthy of exploration. In all of science, data
analysis is an iterative process where the entire analysis cannot be
anticipated in advance. So long as informational risks remain minimal, such
steps should not constitute changes triggering continuing review. We agree
that dropping the requirement of continuing review under these
circumstances from the Common Rule would allow for more effective
use of IRBs’ time and also allow them to focus continuing review on
issues requiring their attention. Nothing in this change would alter the
ethical obligation of researchers to ensure that their analyses and reporting
did not violate obligations raised by the scope of informed consent or data
protection plans.

e As set forth in the ANPRM, we concur that researchers would still have
the obligation to report significant unanticipated problems or issues.
For example, it would be expected that researchers would report if the data
analysis reveals that human subjects were harmed in unanticipated ways,



that informed consent had been inadequate, or that risks to human subjects’
exceeded those that had previously been brought to the IRB’s attention.

2. Revise Approach to Expedited Review

We support all three areas of change (revising the criteria for expedited
review, eliminating continuing routine review of expedited studies, and
streamlining submission requirements) contemplated in the ANPRM under
IIB2. The plan to expand the research activities appropriate for expedited and
increase the clarity of what qualifies as minimal risk is long overdue.

e We support updating the list of research activities that qualify a study
for expedited review and for periodically considering further
expansion based on empirical assessment of the levels of risk.

e We also support the default assumption that research that falls under
one of the listed activities is by definition minimal risk and thus
qualifies for expedited review.

¢ While we appreciate that there may be a need for reviewers to be able
to determine that listed research should receive full IRB review, we
strongly recommend that such decision should be documented and
subject to auditing to avert the migration from expedited to full review.

We strongly agree that a periodic review and update of the list of research eligible
for expedited review is highly desirable, whether annually or every two years. We
support the appointment of an inter-agency federal panel to be charged with this
responsibility and urge strongly that SBS sciences be visibly present on that panel
because of the preponderance of research in SBS fields that are appropriate for
expedited review. Such a federal panel should recommend that areas be added
to or removed from the list, and the DHHS Secretary should seek public
comment on the recommendations.

As SBS research organizations we particularly applaud the goal of ensuring
that updates to the list are based “on a systematic, empirical assessment of the
level of risk.” Systematic empirical assessments sufficiently valid to drive policy
may, however, be difficult to do, particularly when the presence or absence of
undesired outcomes are not easily measurable. Unlikely deviant cases should not
drive decision making. In revising 45CFR46, we want to avert circumstances where
the empirical evidence is unspecified and might itself preclude additions to the list.

Empirical assessment might be facilitated in several ways. In addition to investment
in systematic research, research communities with approved protocols might be
invited to suggest candidates for the expedited-approved list. Another approach is
to invite local IRBs to supplement the national list with their own lists so long as
local additions and experience with these additions were reported to the Secretary.



The federal panel could be tasked with reviewing the suggestions from IRBs and
research communities.

SBS scientists’ experience leads us to strongly endorse the ANPRM observation that
far too many SBS studies appropriate for expedited review nevertheless undergo
full IRB review. A conservative bias is natural in a system that threatens to penalize
insufficient scrutiny but that does not sanction unwarranted review. The proposed
solution, the default that studies eligible for expedited review should receive it, may
help, but the forces that make for hyper-regulation are such that more oversight is
likely to be needed. Thus, as set forth in our recommendation above, there should
be written justification citing specific concerns when a study that is prima
facie qualified for expedited review is referred to a full IRB panel. In addition,
we recommend routine audits of the documentation in order to provide IRBs
with feedback to better calibrate their decisions and to provide national
policy makers with data to assess whether expedited review is working as
intended.

Finally, we endorse the proposal for reconsidering whether, when research is
considered under expedited review, it is necessary to find that all of the
criteria for IRB approval have been met. We address them in turn:

(1) Research activities listed for expedited review have met the minimal risk
criterion and thus an additional finding should not be required. We wish to
emphasize that the language in 46.111a(1)(i) inviting IRBs to determine
whether research procedures are “consistent with sound research design”
should be stricken or modified to avert judgments beyond the expertise of
IRBS and not directly germane to human subjects protections. There needs to
be strict scrutiny to ensure that IRBs do not stray from their regulatory purpose. In
the context of expedited review, when risks are by definition minimal, design
evaluation is best left to peer review and review by funders, mentors, advisors, or
colleagues. Indeed, even when risks are more than minimal, unless design changes
will reduce otherwise unacceptable risks, such changes should not be within the
purview of the IRB.

(2) It is similarly unnecessary to require the IRB to weigh risks to subjects against
anticipated benefits. Since the Secretary’s list includes only research expected to be
of minimal risk and since a reviewer can refer a protocol for full review where more
than minimal risks appear possible, asking an IRB to strike a balance between risks
and benefits in cases qualifying for expedited review is superfluous.

(3) The mandate that subjects be equitably selected is germane to over-inclusion of
populations that might be exposed to more than minimal risk or denial on inclusion
without good reason. While the principle of providing or denying benefits through
research is important, further determination of whether, as a matter of human
subjection protection, this criterion is met seems unnecessary with studies
appropriately classified as expedited. The ANPRM addresses 45CFR46, Subpart A,
and does not include the other Subparts related to designated categories of



vulnerable populations. We urge more attention to the other subparts of 45CFR46 in
follow-up efforts. In this context (adult populations participating as human subjects
in research eligible for expedited review), it seems unnecessary to undertake
further review of the equitable selection of human subjects. The fact that additional
review is not needed does not relieve researchers of other scientific or ethical
responsibility related to research conduct.

(4) (5) The fact that research is listed as eligible for expedited review and meets the
criteria for minimal risk does not by itself vitiate the need for informed consent.
These criteria should remain in place. Elsewhere, we recommend revision of
45CFR46.116-117 to more fully reflect the nature of the informed consent process
and the range of ways it can be appropriately and meaningfully obtained.

(6) If the research is eligible for expedited review, then the provisions for data
security and data protection should be sufficient to protect human subjects.

(7) In the case of research classified as expedited, the same procedures for
addressing informational risk should be applicable to ensure that data protection
plans appropriate to the research are in place.

(8) If risks are genuinely minimal, if standards for data protection are in place, and if
informed consent exists, as will be true of research eligible for expedited review, it
may be unnecessary to introduce additional safeguards to protect the rights and
welfare of human subjects likely to be vulnerable. Special rules delineating how
informed consents may be secured from members of vulnerable populations are
appropriate, and IRBs may wish to pay close attention to the consent process.

We agree that annual or continual review of expedited studies is not a good
use of an IRB’s (or a researcher’s) time and strongly support eliminating
continuing review of expedited studies.

We further support the continued requirement that researchers should report study
changes or unanticipated problems as currently required, but that determination
should continue to rest with the researcher.

We understand that there will be circumstances when a reviewer needs the latitude
to require continuing review of expedited research, and we support the proposed
change requiring the reviewer to justify the continuing review and to specify how
frequently the review should take place. Our observations of the drift toward hyper-
regulation lead us, however, to urge additional safeguards to ensure that continuing
review of expedited studies is properly justified and to avert overuse. Such steps
might include an annual review of all such requirements to ensure that continuing
review is both well justified and well documented each time it is required.

We support the recommendation that there be streamlined documentation for
expedited studies. It is important, however, that standard templates and forms



intended to expedite the process lead to greater flexibility and efficiency and not
result in a one-size-fits-all template for minimal risk research. Documents based on
materials appropriate to similar studies or previously approved for use in similar
expedited research—whether approved at the same institution or not—should
qualify as acceptable templates for expedited studies.

In addressing the specific questions (Q1-13), the SBS response is as follows:

Q1. It would help helpful to clarify the current definition so that so that the two
elements of risk—magnitude of harm or discomfort in relation to daily life and the
likelihood or probability of its occurrence—and their relationship to each other are
fully understood. The confusion inherent in the language can lead to focusing more
on the likelihood of the occurrence of the harm than on attention to the primary
issue of whether the harm, if it were to occur, is minimal in magnitude and no more
than would be encountered in daily life. Also, it would be useful in light of proposed
changes in the ANPRM to state explicitly that research involving only informational
risk meets the criteria for minimal risk research if information disclosure would
produce harm no greater than the “everyday” standard, or if strong data protection
plans are in place to minimize the risk of informational harm.

Q2. Yes. We support the proposed change establishing a strong presumption that
research involving no more than minimal risk that qualifies for expedited review
should not need to undergo continuing review. One exception might be where
unanticipated problems or adverse events trigger researcher reporting. Such
reporting might lead subsequently to introducing continuing review until at least
the next reporting period. Overall, research that qualifies for expedited review does
not need the routine monitoring envisioned by continuing review. The biggest need
is to ensure that the shift to eliminate continuing review is not averted by risk-
averse reviewers. There needs to be strong safeguards to ensure that reviewers
have checks on their discretion to require continuing review through requirements
to document and report on the reasons for such review and by at least an annual
review of studies that although qualified for expedited review are required to have
continuing review. In sum, rather than create exceptions to the no continuing
review default, IRBs should retain discretion but be required to provide written
justification for overriding the default and to state at the study’s conclusion whether
the continuing review led to changes in research procedures or otherwise
forestalled potential harms.

Q3. No. There is no need for annual review of research greater than minimal risk
when the remaining stages of the research would be expedited or excused under the
new ANPRM categories (e.g., when routine surveys are being completed or the
research is in the data analysis phase). If continuing review is required by
reviewers, they should provide justification. OHRP should also provide guidance to
support IRBs transition to and implementation of the elimination of continuing
review in these phases of the research.
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Q4. Yes. The regulations should be changed to make clear that IRBs should only
consider “reasonably foreseeable risks or discomforts.” The proposed language
properly emphasizes that although IRBs should evaluate the likelihood that harms
might be more than minimal, they should not speculate about every possible harm.
If harm is not reasonably foreseeable (likely), then the probability of that harm is
minimal. As emphasized earlier in this white paper, the language should speak of
“harm” in the same way it speaks of “discomfort” rather than use the word “risk.” It
is the possibility of harm and not risk that must be foreseeable. If, for example, the
risk of harm is one in 10 million, the risk is reasonably foreseeable, but it would be
unreasonable to foresee harm.

Q5. There is considerable ambiguity in the discussion of psychological risk in
45CFR46 creating a danger that IRBs will misjudge the nature of possible
psychological harms and overestimate their likely magnitudes and risks. The result
will be unneeded reviews and unnecessary regulation of important but low risk SBS
research. Among the negative psychological risks labeled “psychological harms” that
human subjects may experience are such emotions as boredom, worry, frustration,
annoyance, stress, upset, guilt, and loss of self confidence. These may be minor in
magnitude or transitory and may even stimulate new levels of personal insight or
self awareness. The definition of minimal risk and the procedures for informed
consent offer a framework, if appropriately applied, for meaningful analysis of
psychological risk. In weighing such risk careful attention needs to be paid to the
magnitude of the psychological harm and its likelihood of occurrence in comparison
to psychological states encountered in ordinary life or in routine physical or
psychological tests or procedures. Also important is the period for which the state
can be expected to endure.

Developing an evidential basis for determining whether psychological or other non-
physical risks are greater than minimal risk requires further research. Meanwhile,
multiple factors (the topic of research, the study population, the methodology to be
used) should be taken into account to assess whether the magnitude of harm and its
likelihood exceed the definition of minimal risk. Considerations include (1) what
stressors, if any, a subject will face; (2) the duration of any stress; (3) whether the
experience is likely to produce transitory or enduring reactions; (4) whether the
stress could have positive outcomes; (5) whether informed consent alerts persons
to possible stressors and emphasizes options (including opting out) to reduce
stress; (6) the likely effectiveness of post study debriefing; and (7) whether subject
vulnerabilities are likely to interact with any of the preceding considerations to a
subject’s detriment.

Risks should not be considered greater than minimal simply because deception is
involved. Nor should questions that probe highly sensitive matters like sexual
behavior or criminality be regarded as posing greater than minimal (non-
informational) risks so long as (1) informed consent will be adequate; (2) subjects
are clearly told that they can refuse to answer sensitive questions without penalty,
including the forfeiture of promised incentives for study participation; and (3)

11



subject who refuse to answer questions are not pressured to answer beyond the
later offering of a chance to rethink the refusal. Absent a sufficient research base, the
rules should not presume that any particular study feature creates more than
minimal non-physical risks, although some of the features mentioned above (not
including deception) will appropriately trigger close inquiry.

Q6. Assuming informational risks are controlled, we do not think there are any types
of survey instruments or questions administered to consenting individuals
following adequate informed consent that should be prima facie classified as more
than minimal risk. Respondent characteristics may figure in the determination of
what is adequate informed consent or, if the respondent is incapable of giving
informed consent, whether posing a question might create more than a minimal risk
of harm.

Q7. There is useful guidance in existing documents about the research activities that
should quality for expedited review. For example, in 2008, the National Science and
Technology Council issued a report on Expedited Review of Social and Behavioral
Science Activities (see http://www.nsf.gov/pubs/2008/nsf08203 /nsf08203.pdf)
that includes an extensive list aligned with 9 categories for expedited review
specified as part of 45CFR46. Such a list could now be expanded to include spatial or
location information and observations of information made publicly available either
by law or by a person’s voluntary actions, including such information as tweets,
Facebook entries, and reportable campaign contributions.

Q8. Neuroimaging techniques are central to investigations into brain mechanisms
that underlie different behaviors. These investigations, particularly in conjunction
with cognitive and behavioral measurement techniques, are the norm in a variety of
areas across behavioral science research, and allow scientists to explore the brain
mechanisms that, for example, may contribute to behavioral features of autism, such
as differences in eye gaze and attention; that underlie the behavioral features of
ADHD, such as differences in attention and inhibition; or that are related to the
experience of cravings and addiction, where studies have shown that cues (e.g., an
image of a cigarette) can elicit activation in areas of the brain related to reward
processing. In other examples, researchers also have used neuroimaging to
investigate the brain basis for visual and auditory hallucinations, reasoning and
moral judgment, and whether brain differences underlie the many behavioral
differences we see between children and adults, such as the differences in prefrontal
activation that have been identified in children, adolescents, and adults when they
engage in risk-taking tasks. As with other areas of research involving human
subjects, the appropriate level of review for research involving radiological
investigations should be calibrated to the level of risk involved. Establishing a
threshold for the risk involved in radiological techniques is in keeping with this
view and would likely be useful in determining the overall risk involved in a
behavioral study involving imaging or other radiological techniques.
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Q9. We support routinely adding to the list of presumptively minimal risk research,
and the approach of doing so periodically (every year or two). We reiterate that,
except where a clear pattern of harm has developed, removal from the list should be
rare and only occur after notice about the proposed change and a comment period.

Q10. The answer to this question is provided in detail in 1-8 above on pages 8-9.

Q11. There may be gains from allowing expedited review by persons other than IRB
members. A trained and experienced staff person, with relevant background, may be
better equipped to do expedited reviews than an IRB member, especially a member
recently appointed. A possible danger (under either scenario) is that, if a single
person handles most expedited reviews, that person’s misunderstandings or
idiosyncratic judgments may be repeated in case after case. Also IRB members will
be less familiar with cases that pose only minimal risk, and this may affect
establishing a meaningful baseline of cases they review. The local IRB is perhaps
best equipped to judge what training is necessary. A required element of training
might be a certain number (say 10) of joint but independent research reviews to
ensure the non-member is properly calibrated. (These could be reviews of files the
IRB has passed on if the person trained does not know the decisions reached.) In
addition, a sample of the staff person’s decisions might be reviewed by the IRB twice
each year to ensure that judgments are appropriate and that drift into risk-averse
actions does not occur.

Q12. We support the recommendation of streamlining documentation and the use of
standard templates to the extent that they facilitate the process for expedited
studies. Caution is needed to ensure that that template documents not be confused
with standardized forms that could become mechanistic and less useful.

Q13. We believe that a periodic reporting requirement when IRBs override
expedited review defaults would have considerable value. First, it could identify
recurring situations where full reviews were unnecessarily required and so support
more specific guidance. Second, it could reveal situations where studies apparently
suitable for expedited review are likely to pose more than minimal risk. To achieve
these ends, IRB reports would have to explain decisions to opt for full review and
the outcomes of review in some detail.

3. Moving Away from the Concept of Exempt

We have substantial concerns about the use of the ANPRM proposed new
category of “excused” research to the extent it covers exempt research and
imposes additional regulations relating to data protection and consent. The
introducing of an excused category for research that, apart from possible
information risks involves no more than minimal risk, is attractive because it largely
removes from IRBs the burden and distractions of review tasks that do little if
anything to protect human subjects. It also lessens burdens, especially the burden of
delay, on the research enterprise. Indeed, we believe that much research that is now
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subject to expedited review can be productively moved to the excused category, and
we encourage consideration of additional types of research that can be classified as
excused instead of expedited without risking harm to human subjects.

Our concern is with the functional abandonment of an exempt category for research
activities that are best left as uncovered by 45CFR46. To relocate activities as
excused that have previously been classified as exempt from 45CFR46 and then to
introduce new requirements they must meet is potentially a step backwards. The
logic that led to the original creation of the exempt category for activities that fall
outside of the province of 45CFR46 is principled and compelling. Whether the
current categories and classifications of exempt are all the right choices is not the
issue. The point here is that to shift activities that have been determined to be
outside of the purview of 45CFR46 so that they now fall within it may, no matter
how limited the requirements for excused research, place new burdens on work
that as a matter of policy or principle should be outside of the scope of human
subjects research.

e Werecommend that any decision about exempt research be deferred
from the planned and important revisions to 45CFR46 unless and until
there is an independent study of (1) what exemption should mean and
means in practice, (2) the appropriateness of exempting studies of
various sorts from IRB review, (3) whether or not oversight under
45CFR46 is appropriate when research is exempt, and (4) what
principles and procedures should be used in determining what
research should be exempt.

e We further recommend that an independent entity (e.g., the National
Research Council [NRC]) be asked to consider the above issues and that
it be charged with constituting a committee to report with guidance on
(1) how to define exempt research, including the implications of being
so labeled, (2) how to determine what research should be classified as
exempt, (3) the means or mechanisms by which exempt status is
conferred, and (4) procedures for reviewing research that is or might
be classified as exempt in order to shrink or expand the list as
appropriate. In addition to focusing on what the exempt category
means and how it is treated, the review should also address the
standards that specific studies should meet and procedures that should
be followed in determining whether a study in fact falls into the exempt
category, including where primary responsibility for making that
determination should lie.

The issue of exemptions and how exemptions have been conferred or determined
has been mired in confusion for some time. Because a great deal of research in the
SBS sciences falls under one or more than one of the six of categories exempt from
45CFR46, our scientists and scientific societies understand and have been at the
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forefront of concerns about the relationship between current practices under
45CFR46 and its legislative intent. For all practical purposes, at most institutions,
IRBs make determinations about exemptions, though the OHRP guidance only
discourages institutions from having researchers themselves determine whether
their activities are exempt. OHRP (1) advises that institutions should have a clear
policy in place on who shall determine what research is exempt under .46.101(b),
and (2) allows for but does not require institutions to review all research under the
auspices of the institution even if the research qualifies for exemption under
46.101(b). (See http: //www.hhs.gov/ohrp/policy/hsdc95-02.html and see also
http://answers.hhs.gov/ohrp/categories/1564.)

Just as there are appropriate cautions about researchers determining whether their
research is exempt from review under 45CFR46, there are problems in having IRBs
make this determination. There is danger of a slippery slope of hyper-regulation and
decisions that do not reflect legislative intent but instead the risk-aversion of IRBs.
The 2003 NRC report pointed to the vagaries in the provision of exemptions—
reporting on empirical studies revealing the great reluctance of IRBs to use the
exempt categories for otherwise exempt research (pp. 40-41). The Social and
Behavioral Sciences Working Group on Human Research Protections issued a report
and recommendations on Institutional Arrangements for Reviewing Exempt,
Expedited, and Other Research and Research-Related Activities calling for
institutions to consider how exempt determinations should be made and the criteria
to be applied (http://www.hhs.gov/ohrp/policy/protocol/index.html).

The SBS community strongly urges that the revised regulations not further
obliterate the distinction between exempt and other research by requiring
activities outside of 45CFR46 to be monitored within the confines of 45CFR46.
Data protection and consent for exempt research activities must exist as
appropriate, but other authority exists and can guide these determinations.
To the extent that any of the six currently exempt categories might be viewed
as inappropriate for exemption or other categories might be seen as
appropriate, that guidance could and should be a part of the NRC review called
for and recommended above.

A few examples illustrate why the expansion of regulation under 45CFR46 and the
erosion of the meaning of exempt proposed in the ANPRM should not occur without
special attention to what is appropriately within and outside of the scope of this
policy and the way determinations should be made:

Under 46.101(b)(2), research involving the use of educational tests, survey
procedures, interview procedures or observations of public behavior are
now exempt from review unless (1) information is recorded in such a matter
than persons can be directly or indirectly identified, and (2) any disclosure of
responses outside of the research could place subjects at risk of civil or
criminal liability or damage a subject’s financial standing, reputation, or
employment. Under the ANPRM, the qualifier that limits the scope of the
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exemption would be dropped—that is, everything after “unless,” the qualifier
that makes the work exempt, would be eliminated. In its stead would be rules
regarding data security, subject privacy protection and informed consent.
The change in approach is substantial and the coverage of the two
approaches does not completely overlap.

The same type conundrum is created in the ANPRM for exempt category 4,
specified at 46.101(b)(4). This category was intended to exempt from the
policy research “involving the collection or study of existing data, documents,
records. .. if these sources are publicly available or if the information is
recorded. .. in such a manner that subjects cannot be identified, directly or
through identifiers linked to the subjects.” This exception puts outside of the
purview of 45CFR46 public-use data and other information that meets the
criteria of being unidentifiable. The ANPRM seeks not to limit researchers
from recording or using identifiable data, and we support this affirmation.
Such activities, however, now fall within 45CFR46. While we appreciate the
ANPRM recognition of the value and importance of retaining identifiable
information and using it, this exemption is specifically intended for public
information and for information recorded without identifiers. By eliminating
this qualifier, the ANPRM obliterates the distinction that both defines and
justifies the exemption. (Note, as an aside, that we concur with the word
clarification that “existing” is not intended to mean that information
gathering is not ongoing.)

Under 46.101(b)(3)(i), the policy now provides an exemption for studies of
public officials or candidates for public office. Under the ANPRM, research of
this type would be reclassified as excused and the data identifying political
actors would be subject to data security and privacy protection provisions.
Yet, public officials and candidates for public office ordinarily have no right
to claim anonymity in reports on their beliefs and actions. Indeed, we further
recommend (when this issue is taken up) expanding the category to any
person who has public figure status. Imposing data controls by converting
this category of exempt to excused may raise significant First Amendment
problems. Continuing to classify such research as exempt and thus uncovered
by 45CFR46 does not mean that there are no constraints on a researcher’s
behavior, including obligations to protect confidential data. Professional
ethics, organizational policy, and the civil and criminal law appropriate apply
to ensure ethical behavior in research of this nature. Being exempt under
45CFR46 offers researchers no protection against civil suits or criminal
liability, nor should it control grant making or contracting entities.

We strongly caution against regulatory creep. We recognize that the ANPRM
suggests a number of changes designed to guard against it, but the suggested
elimination of the exempt category poses this danger. Moving now exempt
research to the excused category functionally expands the scope of 45CFR46 when
the intent of the ANPRM is to devise a streamlined and more ethically effective
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system for the consideration of research under its purview. Until further
independent consideration of this issue can be undertaken, we recommend that the
exempt categories for activities outside of the domain of 45CFR46 remain intact and
the new category of excused research be used only for types of research previously
receiving or potentially now eligible for expedited review. Our view is that exempt
research should not be treated as covered by the regulations, for that was and
is not the intent of having certain classes of activities outside of 45CFR46. If
there is a case for making a change of the kind proposed, that case has not been
made. Time is needed to examine what types of research activities are appropriately
exempt and how these determinations should be made going forward. As set forth
above, we recommend that an NRC Committee be given this charge.

Tracking and Auditing Excused Research

Assuming that exemptions to 45CFR46 are appropriately defined and
administered so that deservedly exempt research is not treated as excused,
the ANPRM proposal to put in place registration mechanism for previously
expedited research redefined as excused is a positive approach with the
particular virtue that it provides a handle for research oversight while allowing
research to proceed without costly and unnecessary wait and delay. Guarantees of
subject safety are found both in the general nature of the research and in the
requirements that researchers, in registering their studies, can be required to attest
to the fact that their study poses only minimal risks, that informational risks are
minimized by appropriate data security and data protection plans, and that, where
applicable, certain consent requirements have been met. The fact that research of
this genre can be registered subject to audit but without review should reduce
unnecessary burdens on IRB and investigators. To reduce the likelihood of new
burdens in excess of reasonable need, any revision to 45CFR46 should specify what
registration would entail and what “certain consent requirements” means. We
strongly favor expanding the list of study types eligible to be excused, including not
just for research that involves only informational risk but also for studies where the
magnitude of psychological harm is very low and of a transitory nature that is no
more than one’s experience in everyday life.

The plan to register excused research and conduct sample audits also makes sense
and should not prove to be unduly burdensome if audits are initially based only on
registration forms. To provide an accurate picture, with a known margin of error, of
the appropriateness of excused designations, the forms audited should be chosen at
random. A wider audit might be triggered if the proportion of misclassifications
exceeds a certain level. Requiring that a specific portion of audits be conducted is
poor policy because it is poor statistics. Rather, the number should be determined
by the sample size needed to determine if misclassified applications exceed a certain