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FDA’s Advice for IRBs on How
To Cope With the Coronavirus  (#8)

NOTE #1: Quoted materials in this newsletter appear exactly as
originally published in source documents, including any misspell-
ings, grammatical errors, missing words, etc. However, we will
on occasion insert words or edit text/formating in brackets [ ] to
make the material easier to read, or to add an underline emphasis.

NOTE #2: Emphases are added to articles by HRR by underlining
or adding bold/italics to selected text, unless stated otherwise.

NOTE #3: Articles To Be Continued in subsequent issues are
marked at the end of the article with {TBC}.
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PROTECTING RESEARCHERS AND RESEARCH SUBJECTS

We continue here with a very useful set of rec-
ommendations for IRBs on subject protection
issues during the COVID pandemic. The rel-
evant FDA guidance is titled “FDA Guidance
on Conduct of Clinical Trials of Medical Products
during COVID-19 Public Health Emergency --
Guidance for Industry, Investigators, and Insti-
tutional Review Boards.”

We resume from where we left off last month
with the final few comments from FDA on what
to do with submissions of applications for IDE
studies. However, we will then devote more at-
tention to the next Q&A from the guidance on
particular aspects of human research subject
safety in medical device experiments.

“For IDE studies, the sponsor should
submit a supplement to its existing IDE,
with the following information added to
the cover letter in the subject line:

CHANGE IN PROTOCOL SUP-
PLEMENT -- COVID-19 or NOTICE
OF IDE CHANGE -- COVID-19, as
applicable

TITLE OF PROTOCOL
The submission to the IDE should con-

tain a tracked changes version of the proto-
col to facilitate review” (guidance, rev. De-
cember 4, 2020, p. 11; on the Web at http
s://www.fda.gov/media/136238/download).

Is Virtual Study Visit Needed for Safety?

“Q5. Can a sponsor initiate virtual clini-
cal trial visits for monitoring patients
without contacting FDA if there is an as-
sessment by the sponsor and investigator
that these visits are necessary for the safety
of the trial participant and it will not im-
pact data integrity?

FDA regulations allow for changes to be
made to the investigational plan or protocol

without prior FDA review or approval, if
the change is intended to eliminate an ap-
parent immediate hazard or to protect the
life and well-being of trial participants.

Therefore, changes in protocol conduct
necessary to immediately assure patient
safety, such as conducting telephone or
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video contact visits for safety monitoring
rather than on-site visits, can be immedi-
ately implemented with subsequent review
by the IRB and notification to FDA.

Since this reflects a protocol deviation
(until the amendment is approved), docu-
mentation of the required deviations, as
described above, would generally be accept-
able (i.e., a document that lists each devia-
tion, study reference ID, patient ID, and
date).

For example, documenting that all proto-
col-specified visits will be done by tele-
phone contact rather than on-site visits, and
that procedures requiring in-person visits
will either not be conducted, or performed
by other means (specified, as appropriate).

Since the change to telephone or video
contact visits would likely result in some
protocol-required procedures not being con-
ducted (e.g., vital signs, blood samples for
safety laboratory studies), the sponsor must
evaluate the potential impact on patient
safety, and consider how to mitigate risks to
patients, including the need to discontinue
the investigational product” (supra at p. 12).

COVID and Collection of Data

“For IDE studies, sponsors are required to
report deviations implemented to address
the imminent safety risk to FDA within 5
working days after learning of the deviations.

We recognize that challenges related to the
COVID-19 pandemic may make it difficult
to meet this timeframe. Sponsors may con-
solidate implemented deviations when sub-
mitting 5-day reports and should update
FDA as soon as possible.

Q6. With the rapid changes in clinical
trial conduct that may occur due to the
COVID-19 public health emergency, in-
cluding multiple deviations to address
patient safety, what is the best way for
sponsors and investigators to capture
these data?

As noted in the main body of this guid-
ance, it is important to capture specific infor-
mation for individual participants that ex-
plains the basis for missing protocol-speci-
fied information that includes the relation-
ship to COVID-19 (e.g., from missed study

visits or study discontinuations due to
COVID-19) ....

If it is not possible to capture this informa-
tion in the case report form(s), sponsors may
develop processes that enable systematic
capture of these data across the sites in a
manner that enables the appropriate analysis
when the data are submitted to FDA ....”
(ibid).

When Protocols Need Not Be Amended

“Q7. If patients are currently dispensed
investigational product through a phar-
macy at the clinical trial site for self-
administration at home, can a sponsor
switch that to home delivery without
amending the protocol?

If there is concern about risk of exposure
to COVID-19, home delivery of investiga-
tional product that would not raise any new
safety risks may be implemented to protect
patients from coming to clinical trial sites ....

If the protocol indicates pharmacy dis-
pensing for self-administration at home, and
this is changed to direct-to-patient ship-
ments, then a protocol amendment would be
required to permit home delivery of investi-
gational product.

If the extent of home delivery is limited to
certain participants and not the entire popu-
lation described in the protocol, document-
ing the change in the mechanisms of distri-
bution of investigational product adminis-
tration through protocol deviations may also
be acceptable. If the change in the mecha-
nisms of investigational product distribution
is then included in a protocol amendment,
such a change may be part of a ‘cumulative’
amendment that includes a number of
changes that accrue, rather than [as] an
urgent protocol change” (supra at pp. 12-
13). © {TBC}



PageVolume 37,  No. 2 February, 2022

HUMAN  RESEARCH  REPORTTMPublished each month
since January, 1986

Web: www.IRBusa.com

© 1986-2022 by The Deem Corporation
Unauthorized duplication is

forbidden by lawEmailed to subscribers between the 7th and 11th of each month

3
T

h
is n

ew
sletter is co

p
yrig

h
t p

ro
tected

 an
d

 so
ld

 w
ith

 a lim
ited

 licen
se. S

ee p
. 12 fo

r d
etails.

IRBs and Assessment of
Benefit-Risk Ratios (#2)

We continue here with more FDA advice for
IRBs and others on the assessment of benefit-
risk ratios in human subjects research. The rel-
evant guidance is titled “Benefit-Risk Assess-
ment for New Drug and Biological Products.”

We resume with the agency’s concluding state-
ment from the guidance’s section on the crucial
role of uncertainty in weighing benefit-risk ratios.

FDA notes in this regard that it is flexible
when it comes to judging whether benefit-risk
ratios have been accurately gauged by IRBs
and researchers, especially in early Phase 1
studies for rare diseases.

“This flexibility means that to be respect-
ful of patients’ willingness to participate in
studies, it is important to maximize the po-
tential for such clinical trials to provide in-
terpretable scientific evidence about the
drug’s benefits and risks beginning from the
earliest stages of drug development” (guid-
ance, September, 2021, p. 11 of 20; see http
s://www.fda.gov/media/152544/download).

Patients Are Expert in
Experience of Their Disease

“Patient contribution is optimized in small
sample size studies by minimizing bias and
maximizing precision with trial design fea-
tures such as randomization, blinding, en-
richment procedures, and adequate trial du-
ration. [FDA adds this note due to the fact
that rare disease research often involves
small sample sizes in the earliest stages.]

C. The Role of Patient Experience Data
in FDA’s Benefit-Risk Assessment

FDA recognizes the importance of en-
abling meaningful patient input to inform
drug development and regulatory decision-
making, including in the context of FDA’s
benefit-risk assessment.

Patients are experts in the experience of
their disease or condition, and they are the
ultimate stakeholders in the outcomes of
medical treatment. Patient experience data
can inform nearly every aspect of FDA’s
benefit-risk assessment throughout the drug
lifecycle, including:

• Therapeutic context, such as:
- Impact of the disease and its treat-
ment on the patient
- Patients’ perspectives about available
treatments and unmet medical needs
- Enhanced understanding of the natu-
ral history of the disease or condition,
including progression, severity, [and]
chronicity
- Potential benefits that are most meaning-
ful

• Acceptability of risk and uncertainty
[and]

• Value and burden of risk mitigation ef-
forts” (ibid).

FDA View Similar to
“Patient-Reported Outcomes”

“If a methodologically sound and fit-for-
purpose24 data collection tool(s) is used to
collect patient experience data in a drug de-
velopment program, the collected data can
provide direct evidence regarding the ben-
efits and risks of the drug and their impor-
tance to patients.

[FN #24: Fit-for-purpose: a conclusion
that the level of validation associated
with a medical product development
tool is sufficient to support its context
of use ….]
During premarket review, FDA indicates in

review documentation whether relevant patient
experience data are submitted as part of the
application, and whether relevant informa-
tion was not submitted in the application but
has informed FDA review nonetheless ….

As discussed in section II, FDA must bal-
ance the perspectives of patients with the judg-
ments it must make regarding overall ben-
efit-risk of a drug to the patient population.

For example, even if some patients may
derive benefit from a drug and express the
desire for access to a drug, FDA would not
approve the drug if it FDA concludes that
the drug would lead to more harm in the in-
dicated population overall -- for example, if
the drug is associated with significant risk,
benefit is likely to be limited, and there is no
way to identify those individuals who might
benefit through the use of predictive biomark-
ers or other means” (supra at p. 12). © {TBC}
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IRBs and Researchers’ Use of
“Real-World Data (RWD)”

Just as is true for IRBs’ consideration of “Pa-
tient-Reported Outcomes (PROs),” IRBs con-
tinue to face the emergence of new ways of de-
fining, using, and monitoring nontraditional
data collection methods.

In turn, this means that applicable IRBs may
have to alter how they review certain protocols.

Aside from any interest one may have in a
particular scientific discipline or subject matter
addressed in an experiment, human subject safety
issues themselves remain crucial for IRB reviews
of study protocols.

Hence, we address here the topic of “Real-World
Data (RWD)” in this introductory article for IRBs.

Note, however, that we focus primarily on the
human subject safety aspects of RWD rather than
on the entire area of RWDs or on any particular
subject matter being studied.

In the present article, we present highlights from
the draft guidance titled “Considerations for the
Use of Real-World Data [RWD] and Real-World
Evidence to Support Regulatory Decision-Making
for Drug and Biological Products.”

“RWD” Applies to Various
Clinical Study Designs

“This guidance discusses the applicability
of FDA’s investigational new drug applica-
tion (IND) regulations to various clinical
study designs that utilize real-world data
(RWD), and clarifies the Agency’s expecta-
tions regarding clinical studies using RWD
submitted to FDA in support of a regulatory
decision regarding the effectiveness or safety
of a drug (e.g., as part of a new drug appli-
cation or a biologics license application)
that are [sic] not subject to the IND regula-
tions” (86 Fed. Reg. 70131, December 9,
2021).
Before proceeding further, note that FDA

will accept comments on this draft guidance un-
til March 9.

For more information on giving feedback to
the FDA on this guidance, contact: Dianne
Paraoan of FDA’s Center for Drug Evaluation
and Research at 301-796-3161, or send email to
Dianne.Paraoan@fda.hhs.gov.

Our main interest in this new guidance lies with
the subsection titled “5. Safety Reporting.” The
procedures described in this portion, or some
reasonable procedural variation thereof, would
be the types of steps that a reviewing IRB might
want to see in a protocol.

This would be especially true for any postmar-
keting experiments or proposed monitoring ac-
tivities.

“• Applicants of NDAs [New Drug Appli-
cations] and BLAs [Biologics License Ap-
plications] and other responsible parties are
subject to regulatory requirements regarding
postmarketing safety reporting.

Given that non-interventional studies ex-
amine the use of a drug in routine medical
practice, the Agency requires that relevant
adverse events be submitted to FDA in ac-
cordance with postmarketing safety reporting
regulations.17

[FN #17: See §§314.80 and 314.81
and 21 CFR 600.80.]” (guidance, De-
cember, 2021, p. 7 of 9; on the Web at
https://www.fda.gov/media/154714/
download).

Sponsor Reporting Requirements
For Studies’ Adverse Events

“• For non-interventional studies, FDA
recognizes that sponsors will often use only
a subset (often called an analytic dataset) of
a larger real-world dataset to conduct their
analyses to support labeling changes.

For example, a larger dataset may contain
information regarding a product’s approved
and unapproved uses in clinical practice.

If the sponsor is conducting a study to
support a specific labeling change (e.g., a
new indication), FDA does not expect the
sponsor to search the entire database regard-
ing all uses of the product for adverse events
that would meet the reporting requirements
under FDA’s postmarketing reporting regu-
lations.

Nonetheless, if a sponsor identifies adverse
events that are subject to postmarketing re-
porting requirements during the course of
conducting a non-interventional study, such
events must be reported in accordance with
applicable postmarketing reporting require-
ments” (ibid). ©
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IRBs and the Use of
Convalescent Plasma (#1)

The use of “convalescent plasma” from former
COVID-19 patients has received considerable
attention in the public press. But what does this
mean for researchers and IRBs?

Since the plasma use is not yet approved by the
FDA, such a treatment is still considered experi-
mental. Thus, the usual human subject protections
apply to its use in any study.

However, there is more to this picture than just
that simple statement. Recently, the FDA issued
its final version of a guidance in this area. The
new version, titled “Investigational COVID-19
Convalescent Plasma,” was released on Febru-
ary 11 of this year.

In the present HRR article, we present a basic
introduction from this new final guidance. We
will devote more attention to the guidance’s
various sections that are most relevant for IRBs
in future HRRs.

When Can Convalescent Plasma Be Donated?

“FDA is issuing this guidance to provide
recommendations to health care providers
and investigators on the use of COVID-19
convalescent plasma or investigational con-
valescent plasma during the public health
emergency ….

We have revised the guidance to reflect
that the EUA [Emergency Use Authoriza-
tion] authorizes COVID-19 convalescent
plasma with high titers of anti-SARS-CoV-2
antibodies for the treatment of COVID-19
in patients with immunosuppressive disease
or receiving immunosuppressive treatment
in either the outpatient or inpatient setting3.

[FN #3: Denise M. Hinton, U.S. Food
& Drug Admin., U.S. Dep’t of Health &
Human Servs., Emergency Use Autho-
rization for COVID-19 Convalescent
Plasma ... available at https://www.fda
.gov/media/141477/download).]
… [FDA now recommends] that individu-

als qualify as COVID-19 convalescent
plasma donors 10 days following complete
resolution of symptoms” (guidance, p. 2;
on the Web at https://www.fda.gov/media/
136798/download). © {TBC}

IRBs and Core PROs in
Cancer Clinical Trials (#5)

With this article, we conclude our coverage of
the FDA guidance titled “Core Patient-Reported
Outcomes [PROs] in Cancer Clinical Trials.” We
resume with the agency’s concluding recommen-
dations for IRBs and researchers on trial design
considerations that can affect human subject
safety and potentially even invalidate an entire
study if not heeded sufficiently.

“Schedule of administration [of the ex-
perimental product] should be taken into ac-
count, and assessments and their analysis
harmonized so as not to obscure the results
of either arm.

In the case where both arms have orally
administered treatments on a daily schedule,
assessments could be less frequent given
the lack of cyclic variability surrounding
administration schedules seen with IV che-
motherapies” (guidance, June, 2021, p. 7;
on the Web at https://www.fda.gov/media/
149994/download).

Missing Data Can Be a Problem

“B. Other Trial Design Considerations
The following should be considered to

mitigate missing data and improve the in-
terpretability of PRO results:

• Prospectively establish procedures for
mitigating missing data, including training
for investigators and patients, a completion
monitoring strategy, and obtaining PRO data
from patients at time of early withdrawal.
Include these procedures in the protocol.

• Methods to lessen patient burden should
be explored, including use of electronic PRO
capture that may allow for assessments out-
side of the clinic [especially during the COVID
pandemic]. Sponsors should document how
and when patients completed their PRO as-
sessments (e.g., at home, in office, etc.).

• Reasons for missing PRO data should be
documented and included in the analysis
dataset.

• Provide a pre-specified plan for the analy-
sis of PRO data including the threshold for
and interpretation of a meaningful change in
score(s), if relevant” (ibid). ©
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The federal Secretary’s Advisory Committee on Human
Research Protections (SACHRP) is the leading national
body that develops recommendations for IRBs and others
on better ways to protect human research subjects.

SACHRP’s work has led to many new and revised reg-
ulations and practical tips for protecting human subjects.
Here are more of their IRB recommendations.

*     *     *
Document Title: “Attachment A - Charging Subjects

for Clinical Trial Participation” - HRR Article #4
Document Source: Attachment, Letter to Alex Azar,

Secretary, Department of Health and Human Services
Document Date: November 20, 2019
Available At: https://www.hhs.gov/ohrp/sachrp-commit

tee/recommendations/november-20-2019-attachment-
a/index.html

*     *     *

IRB Recommendations
By the SACHRP

IRBs Have Special Factors to Consider
Regarding Subject’s Ability to Pay

We continue this month with more advice for
IRBs from the SACHRP on charging human
subjects for their participation in experiments.

We begin with the committee’s concluding
recommendation on the role of the “beneficence”
principle in human subject protections.

This final statement regarding the role of “be-
neficence” refers to the fact that some subjects
who may be so motivated to enroll that they’re
willing to pay also may be motivated enough to
lie about their eligibility. SACHRP warns that:

“Failure to provide accurate information to
researchers could create risks both to those
subjects and to other participants.

Conversely, some subjects who are re-
quired to pay to participate might be more
invested and engaged in the research and
thus might comply more closely with the
trial requirements.

These empirical considerations should be
evaluated with evidence. [We now consider
the principle of Justice.]

Justice
Regulations at 45 CFR 46.111(a)(3) and

21 CFR 56.111(a)(3) address the principle of
justice, directing IRBs to assess whether:

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.
The IRB should be particularly cognizant

of the special problems of research that in-
volves a category of subjects who are vul-
nerable to coercion or undue influence, such
as children, prisoners, individuals with im-
paired decision-making capacity, or economi-
cally or educationally disadvantaged per-
sons” (p. 5).

Research Subjects May Be Desperate

“One purpose of this regulatory provision
aims at avoiding the inclusion of subject
populations solely on the basis of conve-
nience and control, which could result in un-
fairly concentrating research risks and bur-
dens in certain vulnerable populations.

Rather than targeting individuals who are
economically disadvantaged, however,
which may be of concern in some research,
pay-to-participate trials are likely to selec-
tively include individuals who are economi-
cally able to pay or raise the required funds.

These individuals may be vulnerable in
other ways. For example, they may be des-
perate if they have exhausted all available
treatments for a serious condition, and thus
may be vulnerable to exploitation.

The regulatory provision’s reference to
consideration of whether the selection of
subjects is equitable means that not only
should the risks and burdens of research be
fairly distributed, but so should the potential
benefits.

To the limited extent that pay-to-participate
research offers the prospect of direct benefit
to participants, the possibility of benefit as a
participant should not be concentrated only
in certain advantaged groups.

This concern about pay-to-participate trials
is different from the concern about fair dis-
tribution of benefits after an experimental in-
tervention has been shown to be a successful
treatment, but it should still be considered,
since those who cannot afford to pay will be
excluded from potential benefits in both in-
stances.

The economically disadvantaged may also
go to great lengths to gather the resources
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P

needed to participate, for example through
crowdfunding and perhaps undertaking debt,
if the potential for benefits appears suffi-
ciently great” (supra at pp. 5-6).

Who Can Afford to Be a Research
Subject If Participation Has a Fee?

“Whether it is appropriate to concentrate
the potential benefits of pay-to-participate
trials only in the economically advantaged
raises an additional concern relating to sci-
entific validity:

Are those who are economically advantaged
enough to pay the costs of participation suf-
ficiently representative and diverse so that
study results will not be inappropriately bi-
ased by the exclusion of those unable to
pay?

That is, will the research data be broadly
applicable to a diverse cohort of future re-
cipients?

To address this concern, IRBs will need
to consider the likely study population as
part of its evaluation of the proposal’s sci-
entific validity.

If that is acceptable, then special consider-
ation should be given to subject vulnerabil-
ity and inclusion.

Importantly, efforts to make recruitment
fairer should also help promote generali-
zability and scientific validity.

Finally, pay-to-participate trials may also
reduce trust in science by fostering the per-
ception that research participation is a valu-
able commodity made unfairly available to
those individuals with more resources.

Furthermore, these trials might divert re-
sources (both financial and human capital)
from better research proposals or better
treatments for subjects.

Autonomy and Informed Consent
Regulations at 45 CFR 46.116(a) and 21

CFR 50.20 require that investigators seek
informed consent ‘under circumstances that
provide the prospective subject or the repre-
sentative sufficient opportunity to consider
whether or not to participate and that mini-
mize the possibility of coercion or undue in-
fluence.’

In addition, 45 CFR 46.116(c)(3) and 21
CFR 50.25(b)(3) require that informed con-

sent disclose ‘any additional costs to the
subject that may result from participation
in the research.’

This has clear applicability to pay-to-par-
ticipate trials, as the costs must be disclosed
to subjects.

Because the primary goal of research is to
create generalizable knowledge that may
benefit patients in the future, subjects in pay-
to-participate trials are asked to contribute to
societal benefit both by their data and by
their financial payment.

Subjects have many and often mixed rea-
sons to enroll in research studies, including
altruism and a desire for anticipated direct
clinical benefit.

The requirement to pay in order to partici-
pate in research will probably be a disincen-
tive to many potential subjects, either be-
cause they are aware that research is usually
cost-free to subjects and may even involve
payment to them, or because they do not
have sufficient funds” (supra at p. 6).

Charging for Subject Participation
May Produce False Value Impression

“However, pay-to-participate trials pose a
heightened risk of fostering the therapeutic
misconception, either intentionally or not, as
compared with traditionally funded studies.

When subjects are asked to pay to partici-
pate, they may view the amount charged as
a signal that participation itself is valuable --
and because price often connotes value,
higher prices may signal higher value.

Moreover, because asking subjects to pay
to participate is unusual among clinical tri-
als, subjects may be more likely to view par-
ticipation as something desirable and pay-
ment as an exchange for some benefit.

In particular, pay-to-participate trials may
exploit vulnerable patients, those for whom
clinical care options may have been ex-
hausted and who are understandably desper-
ate to find something that works.

Asking them to pay may not only confuse
research with clinical care and encourage
therapeutic misconception; it may also en-
courage financial risk-taking in hopes of a
highly unlikely medical outcome” (supra at
pp. 6-7). © {TBC}
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OHRP Investigation of
IRBs and Researchers

Project Title: Crystalloid Liberal or Vasopressors
Early Resuscitation in Sepsis (CLOVERS) Trial -
HRR Article #14

Investigating Agency: Office for Human Research
Protections (OHRP) of the Department of Health
and Human Services (HHS)

Sponsor: National Heart, Lung, and Blood Institute
(NHLBI), National Institutes of Health (NIH)

Allegations: Violation of regulations on protection
of human subjects, including inadequate informed
consent and unjustificable risks to study subjects.

*     *     *
IRB Factors Apply to Many Types of Studies

As we noted last month, the Appendix of the
above-cited letter to OHRP that claimed so many
regulatory failures contains one of the most de-
tailed analyses that we’ve ever seen of how re-
search design elements can affect the protection
of human subjects.

Therefore, even if one is not interested in the
particular studies in question, the inherent IRB
lessons are valuable for many disciplines and
research paradigms.

We begin here with Public Citizen’s (PC’s)
explanation of the CLOVERS’ basic experimen-
tal design, as follows:

“Introduction
The Crystalloid Liberal or Vasopressors

Early Resuscitation in Sepsis Trial (CLO-
VERS)1,2 is a multicenter, randomized, un-
blinded, two-arm clinical trial presently being
conducted by a group of academic hospitals
called the Prevention and Early Treatment
of Acute Lung Injury (PETAL) Network,3
previously known as the Acute Respiratory
Distress Syndrome (ARDS) Network.4

[FN #1: Crystalloid Liberal or Vaso-
pressors Early Resuscitation in Sepsis
(CLOVERS) protocol. Version II. No-
vember 17, 2017. https://www.citizen
.org/sites/default/files/clovers_protocol_
versionii_111717_clean.pdf. Accessed
August 22, 2018.

FN #2: Self WH, Semler MW, Brown
SM, et al. Liberal versus restrictive intra-
venous fluid therapy for early septic shock:

Rationale for a randomized trial. ANN

EMERG MED. 2018 May 9. pii: S0196-
0644(18)30315-9. doi: 10.1016/j.anne
mergmed.2018.03.039. (Epub ahead of
print).

FN #3: PETAL Network: Prevention &
Early Treatment of Acute Lung Injury. http://
petalnet.org/. Accessed August 22, 2018.

FN #4: NHLBI ARDS Network. About
the NHLBI ARDS Network. http://ww
w.ardsnet.org/. Accessed July 12, 2018.]”
(in a letter from Public Citizen’s Drs.
Michael Carome (Director, Health Re-
search Group and a former OHRP offi-
cial) and Sidney Wolfe (Founder and
Senior Analyst), to Jerry Menikoff, M.D.,
J.D. (OHRP Director), August 28, 2018,
Appendix, p.1; on the Web at https://w
ww.citizen.org/sites/default/files/2446
.pdf.)

Basic Premise That Justifies
Experiment Is Refuted

“Funding for CLOVERS is provided by
the National Heart, Lung, and Blood Insti-
tute. The primary objective of the trial is to
compare the effect on mortality of an early
liberal fluids-restrictive vasopressors man-
agement strategy (liberal fluids group) (See
Figure A1, Appendix) with an early restric-
tive fluids-liberal vasopressors strategy (re-
strictive fluids group) (see Figure A2, Ap-
pendix) in patients with sepsis-induced hy-
potension.

The investigators claim that there is real
debate among clinicians over which of
these two strategies should be used to man-
age early sepsis.5

[FN #5: Crystalloid Liberal or Vaso-
pressors Early Resuscitation in Sepsis
(CLOVERS) protocol. Version II. No-
vember 17, 2017. https://www.citizen
.org/sites/default/files/clovers_protocol
_versionii_111717_clean.pdf. Accessed
July 12, 2018.]
However, the CLOVERS investigators pro-

vided no data that support this assertion. Spe-
cifically, the investigators failed to show di-
rectly that either management strategy is used,
let alone preferred, by caregivers in the usual-
care management of early sepsis.” © {TBC}



PageVolume 37,  No. 2 February, 2022

HUMAN  RESEARCH  REPORTTMPublished each month
since January, 1986

Web: www.IRBusa.com

© 1986-2022 by The Deem Corporation
Unauthorized duplication is

forbidden by lawEmailed to subscribers between the 7th and 11th of each month

9
T

h
is n

ew
sletter is co

p
yrig

h
t p

ro
tected

 an
d

 so
ld

 w
ith

 a lim
ited

 licen
se. S

ee p
. 12 fo

r d
etails.

Warning Letter To: Honolulu, Hawaii IRB (HRR
Part 2)

Investigation Period: Ended on July 15, 2008
Warning Letter Date: November 13, 2008
Noncompliance: IRB repeatedly failed to follow

regulations; IRB eventually restricted by FDA
Order, including termination of ongoing
studies and FDA refusal to accept new study
applications following investigations over
five-year period

*     *     *

FDA Warning

Why Bother With All Those Records?

We continue here with more of FDA’s find-
ings of a Hawaiian IRB’s noncompliance with
federal regulations on the protection of human
research subjects, including:

“3. Failure to conduct continuing re-
view of research (21 CFR 56.109(f)).

An IRB shall conduct continuing review
of research covered by these regulations at
intervals appropriate to the degree of risk,
but not less than once per year.

Examples of this failure include, but are
not limited to, the following:

a. Your records indicate that a prog-
ress report for ... [redacted by FDA]
study, ... [redacted by FDA] has not
been submitted within the last year.

Your January 24, 2008, correspon-
dence requesting the report went unan-
swered and your subsequent correspon-
dence was approximately three months
later, on May 3, 2008.

That correspondence went unan-
swered as well. At the time of the in-
spection, you had taken no further ac-
tion to address this.

b. Your records indicate that ... [re-
dacted by FDA] study, ... [redacted by
FDA] was approved by your IRB on
September 6, 2004 ....

Your IRB does not have on file copies
of the protocol, progress reports, or evi-
dence of continuing review for this
study; nor do you have documentation
that the study was terminated.”

“4. Failure to require that information
given to subjects as part of informed con-
sent is in accordance with 21 CFR 50.25
(21 CFR 50.25 (a)(1) and 21 CFR 50.25
(a)(4), 21 CFR 56.109(b)).

The IRB failed to ensure that informed
consent documents contain all the informa-
tion required by 21 CFR 50.25 such as 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 pro-
cedures which are experimental and a dis-
closure of appropriate alternative procedures
or courses of treatment, if any, that might be
advantageous to the subject.

A New Kind of “Short Form” Consent?

Examples of this failure include, but are
not limited to, the following:

a. The informed consent for ... [redacted
by FDA] study ... [redacted by FDA] does
not include a description of the proce-
dures to be followed.

Specifically, it does not address the ...
[redacted by FDA] that is required by the
study protocol.

b. There was no disclosure of appropri-
ate alternative procedures or courses of
treatment, if any, that might be advanta-
geous to the subject, in the informed con-
sent, for the following studies:

1. ... [redacted by FDA] study ...
[redacted by FDA]

2. ... [redacted by FDA] study, ...
[redacted by FDA].

5. Failure to prepare and maintain ad-
equate documentation of IRB activities
including copies of all research proposals
reviewed, approved sample consent docu-
ments, and progress reports submitted by
investigators (21 CFR 56.115(a)(1)); and,
failure to maintain minutes of IRB meet-
ings, including attendance at the meet-
ings, actions taken by the IRB, the vote
on these actions including the number of
members voting for, against, and abstain-
ing, the basis for requiring changes in or
disapproving research, and a written sum-
mary of the discussion of controverted
issues and their resolution (21 CFR 56.11
5(a)(2)).” © {TBC}
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Case: Amy Cordy, et al., v. Oregon Health and Science
University (OHSU); aka Wade v. OHSU (Part 58)

Key Issue(s): Possible IRB failure to protect human sub-
jects, lack of informed consent, negligence, and violation
of personal privacy by school officials (including by
IRB members)

Research Focus: Various effects of mandatory drug test-
ing of student athletes compared to no drug testing
(“Student Athletic Testing Using Random Notifica-
tion” or SATURN study)

Court: U.S. District Court, District of Oregon (Portland
(3))

Reference: Civil Case 02-CV-877-KI, June 28, 2002
Date: Case closed on April 22, 2004

*     *     *

In Court

What Are the Basic Rights of
Human Research Subjects?

We continue now with more of the arguments
made by the former research subject’s attorneys
why her lawsuit should stand up in court. In
particular, by citing the Nuremberg Code, the
defense argued that the university, its IRB, and
its researchers violated the constitutional rights
of the high school student.

We resume with more of the discussion in court
about the World War II’s Nuremberg Code and
why human research subjects have certain basic
rights, even though there was disagreement on
what those rights were during the “Doctors’ Trial.”

“Throughout the trial, the question
of what were or should be the universal
standards for justifying human experi-
mentation recurred.

‘The lack of a universal principle for
carrying out human experimentation was
the central issue pressed by the defen-
dant [Nazi] physicians throughout their
testimony.’ Id. quoting, United States of
America v. Karl Brandt, et al., TRIALS OF

WAR CRIMINALS, Vol. II at 181 (1949).
After quoting the first principle of the

Nuremberg Code, the [Brandt] court con-
cluded: ‘The Nuremberg Code is part of the
law of humanity. It may be applied in both
civil and criminal cases by the federal courts
in the United States. The court thus held:

If the Constitution has not clearly es-
tablished a right under which these cli-

ents may attempt to prove their case,
then a gaping hole in that document has
been exposed.

The subject of experimentation who
has not volunteered is merely an object.
The plaintiff in this case must be afforded
at least the opportunity to present their
case. Id., at 822[’]” (“Plaintiff’s Memo-
randum in Response to Defendants’
Motions to Dismiss,” December 9, 2002,
Docket Document #27, pp. 18-19).

“Right to Bodily Integrity” Is Basic Right

“The next case to invoke Nuremberg was
Stadt v. University of Rochester, 921 F.
Supp. 1023 (W.D.N.Y. 1996). In this case,
plaintiff brought an action under the Federal
Tort Claims Act claiming she had been the
subject of testing by physicians who had in-
jected her with plutonium without her in-
formed consent.

In rejecting a motion that the constitu-
tional claims should be dismissed, the court
stated: ‘This case does not involve the right
to refuse medical treatment, but instead the
right to be free from non-consensual experi-
mentation on one’s body, the right to bodily
integrity … [a] right which has been recog-
nized throughout this nation’s history.’ Id.

In support, the court reviewed the long
line of cases holding that the right to bodily
integrity, which would include the right to
be free from unethical human experimenta-
tion, was a fundamental right. Id., citing
Albright v. Oliver, 510 U.S. 266 (1994),
Schmerber v. California, 384 U.S. 757
(1966), Skinner v. State of Oklahoma, 316
U.S. 535 (1942), [and] Union Pacific R.
Co. v. Botsford, 141 U.S. 250 (1891).

In Heinrich v. Sweet, 62 F. Supp. 2d 282
(D. Mass. 1999), family members brought
an action based on allegations that various
government doctors conspired to conduct
extensive, unproven, and dangerous medi-
cal experimentation on 140 terminally ill
patients without their informed consent.

The court stated that the issues presented
must be understood in their historical context
and then proceeded to describe the background
of the Doctors Trial and the Nuremberg Code”
(supra at p. 19). © {TBC}
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In Congress: Research
Ethics & Regulations

IRB Compliance Comment
Deadlines & Notices

• Food and Drug Administration. FDA is
reminding IRBs that they must review:

“… all clinical investigations of devices
that involve human subjects, including those
that use leftover, deidentified human speci-
mens in FDA-regulated studies.

This requirement pertains to data used to
support an investigational device exemption,
device marketing application, or submission
to the FDA, including in vitro diagnostic (IVD)
technical or analytical studies that use hu-
man specimens” (“Studies Using Leftover,
Deidentified Human Specimens Require IRB
Review,” October 18, 2021; on the Web at
https://www.fda.gov/medical-devices/indu
stry-medical-device/studies-using-leftover-
deidentified-human-specimens-require-irb-
review-letter-industry).
For more information, contact: William Maisel,

MD, MPH, Director, Office of Product Evalua-
tion and Quality, at 301-796-5550.

• National Institutes of Health. Effective
January  17 through March 17, supplemental
funds are available to support:

“1) research on bioethical issues to de-
velop or support the development of an evi-
dence base that may inform future policy di-
rections, and/or 2) certain efforts to develop
or augment bioethics research capacity.

Applicants may propose to supplement
parent awards focused on bioethics or to ad-
dress a component related to bioethics in a
biomedical research study” (“Notice of Special
Interest (NOSI): Administrative Supplement
for Research and Capacity Building Efforts
Related to Bioethical Issues (Admin Supp
Clinical Trial Optional),” December 16, 2021;
on the Web at https://grants.nih.gov/grants/
guide/notice-files/NOT-OD-22-026.html).
More than 20 different areas of interest are de-

scribed in the NIH Notice.
• National Institutes of Health. Comments

are due by February 16 on the record keeping
and reporting requirements of NIH’s current
procedures for granting requests for a Certificate
of Confidentiality (CoC). NIH is proposing to

make changes to its electronic application steps
for CoCs.

“CoCs are issued … to authorize researchers
to protect the privacy of human research
subjects by prohibiting them from releasing
names and identifying characteristics of re-
search participants to anyone not connected
with the research, except in limited circum-
stances specified in the statute” (86 Fed. Reg.
71651, December 17, 2021).
For more information, contact: Dr. Pamela

Reed Kearney at 301-402-2512, or send email
to NIH-CoC-Coordinator@mail.nih.gov.

• National Institutes of Health. Effective from
January 25 onward, applications for funding
from the National Institute on Alcohol Abuse
and Alcoholism (NIAAA) must include certain
information regarding involvement of human
research subjects. Replacing previous such NIH
Notices, NIAAA now:

“... expects investigators and their institu-
tions to provide plans for submitting grant-
related human subjects data to a NIAAA-
sponsored data repository, the NIAAA Data
Archive (NIAAA

DA
), as outlined in this No-

tice …
This policy applies to all NIAAA grant

applications (new and resubmitted) that
include human subjects research and all
Funding Opportunity Announcements
(FOAs) in which NIAAA participates,
regardless of the direct costs requested in
any year ….

The NIAAADA accepts only electronic,
de-identified data from human subjects
studies. This includes data from clinical
trials, epidemiological surveys, human
laboratory investigations, and other types
of studies involving human subjects ….

This Notice substantially changes the data
sharing expectations for genomic data and
for data related to biosamples and genomic
data” (“Notice of NIAAA Data-Sharing Guid-
ance for Human Subjects Grants Research
Funded by the National Institute on Alcohol
Abuse and Alcoholism (NIAAA) (3rd Revi-
sion),” NIH Notice No. NOT-AA-22-003,
December 16, 2021; on the Web at https://
grants.nih.gov/grants/guide/notice-files/NO
T-AA-22-003.html).
For more information, contact: Daniel Falk,

Ph.D., of NIAAA, at 301-443-0788. ©



LEGAL NOTICE: It is illegal and a violation of the United States copyright laws and also of international agreements to electroni-
cally, mechanically, or otherwise duplicate any part of this HUMAN RESEARCH REPORT (HRR) without our written permission unless
the subscriber has paid for the relevant Extra Subscriptions. This includes making any copies for IRB members or for others. The
HRR offers a reward of up to $100,000 for information about any entity that reproduces any portion of this monthly newsletter
without our written permission or purchase of Extra Subscriptions. Our reprint policy allows the granting of one-time, single-
use rights for reproducing any HRR article for continuing education purposes. Such permission must be secured from us in writing.
Occasional “fair use” excerpts (with citation to this publication and publisher) are permitted without our permission.

12

The subscriber listed below has paid for, and is licensed to, forward/print/
photocopy/distribute the total number of copies of this newsletter that
appears in the red circle below. Any additional forwarding/printing/
photocopying/distributing of this newsletter is a violation of U.S. Copy-
right Laws, and is probable cause for the publisher to file a lawsuit against
the person(s) who forwarded/printed/photocopied or otherwise distributed
more than the number of copies listed in the red circle below.

   The HUMAN RESEARCH REPORT is designed to provide accurate and authoritative information in
regard to the subject matter covered. It is sold with the understanding that the publisher (The
Deem Corporation) is not engaged in rendering legal, accounting, or other professional ser-
vice.
   If legal advice or other expert assistance is required, then the services of a competent
professional should be sought. Preceding statement from a Declaration of Principles jointly
adopted by a Committee of the American Bar Association and a Committee of Publishers.

Newsletter
National Winner

�����

COVID-19 UPDATE: Conferences may be postponed or cancelled. Please check with Conference Contacts to verify latest schedule.

IRB Compliance Conferences & Courses
Readers unable to attend may still access available conference/course materials

Dennis Maloney, Ph.D., is Editor of the
Human Research Report. He earned his
degree in Experimental Psychology (with
Honors). He has authored or edited over
200 works (reference book, textbook
chapters, newspaper column, academic
journal articles, etc.), and won over $20
million in grant awards. More of his works
are available on the Web at FocusSurveys.
com and at MyLuckyPenny.com.

Kathleen Maloney, M.Ed., is the Associate
Editor of the Human Research Report. Her
degree is in Computers in Education and she is
a former Honors English teacher. She has pub-
lished nationally, won competitive grant awards,
and received a special award from the Alice
B. Buffet Foundation (a Warren Buffet Foun-
dation). Also a mixed media artist, a selection
of some of her works is available on the Web
at KathleenMaloney.net.

• February 8-9, 2022, in Orlando, Florida, and Virtual: “14th
Annual Enrollment Planning and Patient Recruitment.” Topics
include: the needs of different patient populations, challenges of in-
formed consent processes, and the use of digital technology to fa-
cilitate patient recruitment and retention in the conduct of clinical
trials. Contact: Conference Registrar, Cambridge Healthtech Insti-
tute, 250 First Avenue, Suite 300, Needham, MA 02494 at 781-972-
5400, or fax at 781-972-5425, or send email to chi@healthtech.com.

• March 30-31, 2022, Newport Beach, California: “FDA Clini-
cal Trial Requirements, Regulations, Compliance, and GCP.”
The topics include informed consent requirements, the ethics of
clinical research related to patient treatment, and the duties and re-
sponsibilities of IRBs. Conference is presented by the Society of
Clinical Research Associates (SoCRA). Contact: Conference Regis-
trar, SoCRA, 530 West Butler Avenue, Chalfont, PA 18914 at 800-
762-7292, or send email to Office@SoCRA.org, or see their Web
site at www.SoCRA.org.

• April 28-29, 2022, in Savannah, Georgia: “15th Annual De-
vice Research & Regulatory Conference.” The topics include using

Dr. Maloney is the founding Editor & Publisher of the Human Research Report (1986), and President of The Deem
Corporation (incorporated in Omaha in 1984). Since 1993, Deem has been a Member of BBB, the BBB

OnLine Reliability Program,  and the BBB Honor Roll. Deem has an “A+” rating from the BBB.

PageVolume 37,  No. 2 February, 2022

MEMBER

Want to get ALL of your
HRR copies for FREE?

Just email the word “Rewards”
to Info@IRBusa.com. We’ll

email details back to you.

BBB Rated as
A+ (“Excellent”)

Contact us at:
Human Research Report • PO Box 451117

Omaha  NE  68145-6117 • USA

24/7 Toll-Free Voice Mail Phone: 800.786.5748
Web Site: https://www.IRBusa.com

Email: Info@IRBusa.com

*   *   *   *  *

human factors engineering to reduce medical errors, physiological
research, US versus EU research regulations, the role of IRBs in
reviewing device research, FDA inspections of IRBs, and COVID-
19 and human subjects research. This conference is presented by the
Society of Clinical Research Associates (SoCRA). Contact: Confer-
ence Registrar, SoCRA, 530 West Butler Avenue, Chalfont, PA 18914
at 800-762-7292, or fax to 215-822-8633, or send email to Office@
SoCRA.org, or see their Web site at www.SoCRA.org.

• May 1-4, 2022, in Boston, Massachusetts: “MAGI’s Clinical
Research Hybrid Conference - 2022 East.” Conference will be
presented by MAGI (Model Agreements & Guidelines International).
Meetings will be held at the Sheraton Boston Hotel, with optional
live streaming or mobile access as well. Topics include: recent de-
velopments in human subjects protection regulations, government
inspection of research sites, adverse event reporting, human subject
recruitment, weighing risks vs. benefits for human subjects, and IRB
best practices. Contact: MAGI Chairman Norman Goldfarb, Chair-
man at 650-465-0119, or send email to ngoldfarb@magiworld.org,
or see their Web site at www.magiworld.org. ©
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