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“OUR GOAL IS 
TO PROVIDE 

STAKEHOLDERS 
WITH POINTS 
TO CONSIDER 
IN ASSESSING 

STUDIES OF THIS 
NATURE.”

New SACHRP Guidelines on  
‘Pay-to-Participate’ Research
Potential benefit, but ethical questions abound

By Gary Evans

The Secretary’s Advisory 
Committee on Human Research 
Protections (SACHRP) has 

finalized recommendations to assist IRBs 
dealing with “pay-for-participation” 
studies, which raise numerous ethical 
issues but may produce 
meaningful data if 
properly vetted.

Although still 
subject to some 
wordsmithing, 
SACHRP voted 
unanimously to 
approve a draft 
discussed and revised 
at an Oct. 16, 2019, 
committee meeting. 
The recommendations 
had not been published 
as this report was filed, but the text and 
discussion at the meeting centered on 
the panoply of ethical issues one might 
expect to arise when research subjects 
are asked to pay to enter a study.

“We were asked to take on this topic 
because we are seeing, anecdotally, 

that IRBs are seeing uptake in the type 
of trials described here,” said David 
Borasky, MPH, CIP, co-chair of the 
SACHRP Subpart A Subcommittee. 
“Our goal is to provide stakeholders 
with points to consider in assessing 

studies of this nature.”
The draft 

and discussion 
included frank 
acknowledgement 
of a potential profit 
motive rather than a 
research need in some 
pay-to-participate 
studies. “We know 
it appears that some 
pay-to-participate 
trials are not intended 

to generate important 
scientific knowledge, but rather a pretext 
to circumvent regulatory prohibitions 
against marketing investigational 
products,” said Borasky, who reviewed 
the draft and led the SACHRP 
discussion at the meeting.

The committee sought to find a 
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path forward rather than simply 
recommend against such studies, 
acknowledging they could 
advance needed research if IRBs 
find sufficient answers during a 
rigorous inquiry. (See SACHRP’s 
recommendations, page 135.)

“The ethical acceptability of 
pay-to-participate trials is highly 
fact-specific,” the guidelines stated. 
“Therefore, SACHRP does not 
recommend a default presumption 
against pay-to-participate trials 
even though, in general, research 
subjects should not be expected to 
pay to contribute to socially valuable 
research. Instead, we recommend 
a careful review of each trial based 
on consideration of [SACHRP] 
questions and satisfaction for all 
regulatory criteria for approval.”

‘Great Difficulty’

The pay-to-participate approach 
is an outlier in the research world, 
as most clinical trials conducted in 
the United States are funded by the 
National Institutes of Health (NIH) 
and other government entities, or by 
private drug and device companies. 
In contrast, pay-to-participate trials 
may call for participants to fully or 
partially fund the study.

“IRBs may face the great difficulty 
in review or oversight when pay-
to-participate trials involve medical 
products that are not clearly 
regulated by FDA as drugs, biologics, 
or devices; for example, nutritional 
supplements, surgical procedures, 
autologous stem cell transplants 
meeting minimal manipulation and 
homologous use criteria, and novel 
applications of standard treatments,” 
the guidelines stated.

If researchers cannot secure 
funding through traditional 
government and industry channels, 

pay-to-participate may be an option 
to move the research forward.

“Many proposed studies will 
not secure government funding, 
sometimes because they are low 
quality, but often there is simply 
not enough money to fund all 
worthwhile projects,” according to 
the guidelines.

Similarly, industries may be 
reluctant to pursue research with 
little expectation of a return on 
investment. “Lastly, some pay-to-
participate trials may be initiated by 
patient advocacy groups and ‘citizen 
scientists’ with reduced access to 
traditional funding sources or a desire 
to eschew them,” the guidelines 
stated.

The stipulation of payment to 
participate in a trial raises many 
issues for the potential subject, 
not the least of which is a skewed 
perception that paying suggests a 
better potential outcome. “Because 
asking subjects to pay to participate 
is unusual among clinical trials, 
subjects may be more likely to view 
participation as something valuable 
and payment as an exchange for 
some benefit,” SACHRP stated.

This “therapeutic misconception” 
can be overcome by ensuring subjects 
understand both the magnitude of 
potential benefit and harm. “This is 
true for all clinical research, but is 
even more critical when subjects are 
charged for their participation,” the 
guidelines stated.

Justice and Validity

A broader ethical issue that pay-
to-participate research immediately 
raises is the aspect of social justice for 
those unable to afford to join, as well 
as scientific validity if the study is 
capturing only a limited population 
with economic resources.
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“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,” SACHRP stated. 
“The economically disadvantaged 
also may go to great lengths to gather 
the resources needed to participate; 
for example, through crowdfunding 
and perhaps undertaking debt if 
the potential for benefit appears 
sufficiently great.”

To a larger extent, pay-to-
participate studies could exploit 
vulnerable patients who have 
exhausted their therapeutic options.

Regarding the issue of scientific 
validity, IRBs should evaluate the 
patient population and consider 
whether the research data will be 
broadly applicable to a diverse cohort 
of future subjects.

“Pay-to-participate trials also 
may reduce trust in science by 
fostering the perception that research 
participation is a valuable commodity 
made unfairly available to those 

individuals with more resources,” the 
guidelines stated.

The committee recommended 
IRB review, but conceded that some 
of this kind of research falls beyond 
regulatory authority. “SACHRP 
acknowledges that there will be 
proposed research that is unregulated 
because it is not federally funded and 
does not involve an FDA-regulated 
drug, device, or biologic,” according 
to the guidelines. “The committee 
believes that, because of the particular 
issues raised by trials that require 
participants to pay, such trials should 
be voluntarily submitted to an IRB, 
even when there is no regulatory 
requirement.”

In addition, the NIH asked 
SACHRP to list some questions that 
prospective subjects should ask, the 
answers to which should be useful to 
both IRBs and potential participants 
of pay-to-participate studies. These 
questions include:

• Who has reviewed and approved 
this research? Has there been any 
scientific and ethical review of the 
research?

• Why do researchers think what is 
under investigation might help people 
like me? What do they think it might 
do if it works?

• Has it been tested before? If so, 
how many have been tested on?

• Why am I asked to pay to join 
this research?

• How much will the researchers 
charge me to be in this research?

• What exactly will I be paying 
for?

• What are some reasons I might 
be willing to pay to join this research?

• What are some reasons I might 
not be willing to pay to join this 
research?

• If I am injured, who will pay for 
treatment of that injury?

• When will I be expected to pay?
• If I quit the research, will I 

get any of my money back? If the 
researchers make me leave the 
research, will I get any of my money 
back?

• Will participating in the research 
affect my health insurance coverage? 
Will my health insurance cover any 
part of what I am paying?  n

SACHRP Recommendations  
on Pay-to-Participate Research
Five questions to hone IRB oversight

By Gary Evans

The Secretary’s Advisory 
Committee on Human 

Research Protections (SACHRP) 
used a series of questions in crafting 
recommendations on the complex 
issue of requiring research subjects to 
“pay to participate.”

While still subject to some 
wordsmithing, the unpublished, 
finalized draft discussed at the 
SACHRP meeting included the 

following five questions and 
committee answers.

1. Does the study meet relevant 
thresholds of scientific quality?

The question of a study’s 
scientific validity is integral to the 
IRB assessment of whether a study’s 
benefit justifies its risk and burdens. 
Because pay-to-participate studies 
typically lack the well-established 
peer review processes that generally 

precede IRB review, the IRB’s 
responsibility to evaluate the evidence 
of scientific validity of such proposals 
is heightened. The IRB should be 
prepared to confirm the scientific 
validity and value of the proposed 
study and its design, either directly 
when they have the expertise to do 
so, or through reliance on expert 
consultants or other institutional 
committees. An IRB that lacks access 
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to sufficient expertise to conduct the 
necessary review of scientific quality 
may decline to review any study, 
including a pay-to-participate trial.

2. Is the risk-benefit balance 
justifiable?

Assuming the threshold of 
scientific quality has been confirmed, 
the IRB must continue to evaluate 
the study’s risk in relation to its 
benefits to subjects and society. Just 
as payment to subjects is not to 
be considered a benefit that could 
balance research risks, payment to 
participate should not be considered 
as a harm in the risk-benefit equation. 
Instead, the IRB should evaluate a 
study’s risk and benefits first without 
considering payment. If the balance 
is unacceptable on that account, 
the study should not be approved. 
However, if the balance appears to 
be acceptable independent of any 
payment to participate, the IRB 
should consider whether payment 
raises other concerns that must 
addressed to satisfy ethical and 
regulatory criteria for approval.

3. Why are traditional research 
funding sources not used? Could 
the study potential be funded by 
means other than charging subjects?

The IRB should require 
investigators to specifically explain 
and justify the rationale for charging 
subjects, including whether 
traditional funding was sought and 
why other funding sources are not 
available or appropriate.

Although it should not be 

necessary for investigators to 
demonstrate that all other funding 
options have been exhausted, they 
should demonstrate an adequate 
and reasonable justification for 
charging subjects. IRBs should 
examine each trial’s potential to 
exploit subjects for profit-seeking 
motives. Investigators should be 
expected to provide a detailed 
breakdown of the amount charged 
and a description of what subjects 
pay for. They also should explain 
whether the payment is expected as 
a lump sum or installments, as well 
as conditions under which a subject 
would receive a partial or complete 
refund (e.g., what will happen if a 
subject withdraws partway through 
the research or the investigator 
removes a subject from the study for 
medical or noncompliance reasons). 
This information should be included 
in the consent form.

4. Will requiring payment for 
participation influence equitable 
subject selection?

Where the justification for 
charging is seen as acceptable, the 
IRB should then consider whether 
or how study results may be affected 
by an expectation of payment by 
subjects. Investigators should try 
to mitigate concerns regarding 
generalizability and equitable subject 
selection, potentially considering 
efforts to include some subjects who 
cannot pay their own way (e.g., a 
sliding payment scale or an approach 
where economically disadvantaged 

subjects are subsidized by those who 
can pay).

5. Is requiring payment from 
subjects likely to exacerbate 
the possibility of therapeutic 
misconception? If so, how can that 
concern be mitigated?

Is the pay-to-participate study 
scientifically valid? Does the study 
carry an acceptable harm-benefit 
reaction and a strong rationale for 
charging subjects? Is there a plan for 
equitable subject selection? If the 
answer is “yes” to all these questions, 
the next consideration is how to 
minimize the potential for a payment 
requirement to interfere with subject’s 
informed decision-making process

When subjects are charged for 
participation, they may regard trial 
participation as a means of gaining 
further access to a promising new 
treatment. This raises concerns 
about their adequate consideration 
of and reflection about important 
study features, such as risk, burdens, 
discomforts, and uncertainty.

IRBs (and investigators and spon-
sors) should pay special attention to 
whether the informed consent process 
will provide clear and complete infor-
mation about the study and support 
adequate consideration and compre-
hension of that information. Similar 
consideration should be given to any 
recruitment materials.

Although individuals are free to 
make decisions outside of the research 
settings that reflect misunderstanding 
or insufficient consideration of key 

Reduce...

Assess...
 Manage...

Healthcare RISK 
www.reliasmedia.com/podcasts

Episode 15:  Physician Burnout, or 'Misery Not 
Otherwise Specified'

Listen to our free podcast! 



136   |   IRB ADVISOR / December 2019 IRB ADVISOR / December 2019   |   137

information (e.g., when accepting a 
job offer or making a purchase), IRBs 
and investigators fail to fulfill their 
responsibilities for subjects’ protec-
tion if they do not strive to assist 
potential subjects in reasoned deci-
sion-making. IRBs need not monitor 
the enrollment process of each indi-
vidual subject, but should encourage 
investigators to adopt approaches that 
will support high-quality decision-
making. These may include:

• Setting aside sufficient time for 
knowable study staff to review the 
entire consent form with potential 
subjects and answer any questions, 

rather than permitting a passive 
consent process in which potential 
subjects are expected to review 
materials on their own;

• Including tests of 
comprehension or teach-back 
methods that will provide an 
indication that potential subjects 
are aware of and understand key 
information about the study, such 
as the difference between research 
and clinical care, the uncertainty of 
benefit, and the amount they will be 
required to pay;

• Incorporating a waiting period 
for potential subjects to reflect 

on their desire to participate and 
potentially discuss the study with 
trusted others;

• Facilitating prospective 
subjects’ explicit consideration 
of their interests (e.g., asking for 
reflection about the possibility 
that the intervention may have no 
beneficial effects, may be harmful, or 
if available alternative treatments may 
be preferable);

• Providing further support for 
any individual who expressed that 
he or she “has no choice” but to 
enroll because of his or her medical 
circumstances.  n

Preparation Needed to Follow Common Rule 
Exemption Changes
More federal guidance needed

By Melinda Young

The number of exempt 
determinations is increasing 

as IRBs and research organizations 
adjust to the new Common Rule’s 
expanded definition of what types of 
research are exempt from IRB review.

Research can be approved as 
exempt when its risk is minimal 
and it meets criteria in one of the 
exempt review categories, which have 
expanded under the 2018 revisions to 
the Common Rule.

Studies that once were expedited 
review might now be exempt. IRBs 
need more detailed guidance in how 
to interpret the new categories of 
exemption, says Christine DeLussey, 
CIP, MS, IRB operations supervisor 
at Children’s Hospital of Philadelphia 
(CHOP).

“Back when we heard the 
regulations were changing, we worked 
together as an office to dive in and 
understand what these changes were 

and how we should interpret the 
changes,” she says. “Now, we’re living 
with the changes, and there isn’t that 
guidance we need from the federal 
government.”

Some research institutions are 
finding the Common Rule changes 
challenging. They might like the idea 
of the regulatory change providing 
flexibility, but the institutional 
tradition of providing more oversight 
than what is required by regulations 
gets in the way of institutions fully 
embracing the 2018 Common Rule 
changes.

“While the regulations allow 
more flexibility, institutions are 
concerned about liability issues and 
other concerns outside of the IRB’s 
purview,” says Adrienne Bonilla, 
Esq., assistant vice president for 
research and regulatory compliance 
officer at University at Albany, 
State University of New York. “Our 

research is 99% social, behavioral, 
and educational. The risk we’re 
dealing with is more emotional and 
privacy issues.”

Some institutional leaders believe 
they need to provide more protections 
to research participants. They might 
take a more conservative view of 
exempt and expedited determinations. 
“Our approach is to look for as much 
flexibility as the regulations allow 
and to try to work within the sphere 
of the regulations,” Bonilla explains. 
“Just adding another piece of paper 
or some bureaucratic requirement 
doesn’t protect people.”

When exemptions and expedited 
review were created and the rules were 
negotiated, there was a push to say 
that medical research should be regu-
lated, but social-behavioral research 
should not, notes Erica Heath, CIP, 
an IRB consultant and retired IRB 
director in San Anselmo, CA.
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Decades ago, those arguing 
in favor of not regulating social-
behavioral research lost the argument, 
but exemptions were created, Heath 
says.

Creating exempt and expedited 
review categories has helped the 
social-behavioral world, providing 
flexibility. The 2018 Common Rule 
expands that mission, she adds.

The key is for human research 
protection programs (HRPPs) 
to decide who will make these 
determinations and how the 
regulatory language can be interpreted 
to create determination criteria. For 
instance, one important change to 
determining exempt status under 
the 2018 Common Rule changes is 
to exemption 3. Before the changes, 
exemption 3 applied to educational 
tests, surveys, interviews, or 
observations of public behavior. The 
revised Common Rule has expanded 
exemption 2 to cover the collection 
of identifiable information, provided 
the IRB determines that there are 
adequate privacy and confidentiality 
protections. Exemption 3 is largely 
unnecessary under the 2018 
Common Rule. The only research 
that the new exemption 3 applies 
to are studies involving benign 
behavioral interventions among 
adults, and the information is limited 
to verbal or written responses. (More 
information is available at: http://bit.
ly/3360idU.)

The CHOP IRB is trying to 
use regulatory language to know 
what questions to ask investigators 
and how to make determinations 
about exempt studies, DeLussey 
says. For example, before the 2018 
Common Rule, the IRB often fielded 
investigator questions about whether 
chart reviews qualified for exemption. 
The IRB would ask them if they were 
reporting identifiable information and 
if the chart review was retrospective 

or prospective. The next question is 
about whether the data include health 
information, she explains.

“Post-2018 Common Rule, 
we’re talking about different types 
of studies. The deciding factor is 
whether the investigator is using 
data or specimens and whether 
health information is collected,” 
DeLussey says. “We’ve pointed out 
those decision points for investigators 

and are working on a flowchart, a 
simple tool that shows what qualifies 
for exemption.” The key is to show 
investigators how some research 
projects still will not qualify for 
exempt status, even if they meet some 
of the exempt criteria.

One common example involves 
benign behavioral interventions. The 
intervention must be brief, DeLussey 
says. The U.S. Department of Health 
and Human Services says a benign 
intervention also must be harmless, 
painless, and not physically invasive, 
and it must not be likely to produce a 
significant, and lasting, adverse effect 
on subjects.

“We looked at SACHRP guidance 
to get an idea of what ‘brief ’ means. 

From what we’ve read, it’s maybe a 
few hours — not over weeks, months, 
or years,” DeLussey says. “We’ve 
had requests come in for a texting 
intervention that might go on for 
three months. Even though it’s just an 
adult receiving a text to remind them 
to complete a task or check with a 
doctor, it will go on for months, so it 
does not meet exempt research criteria 
and should be expedited review.”

The revised Common Rule 
adds exemption 8, covering the 
secondary research use of identifiable 
private information or identifiable 
biospecimens that originally were 
collected for nonresearch purposes 
or for research other than the study 
under consideration. The four 
requirements to use exemption 8 are:

• Obtain broad consent from 
subjects for the secondary research use 
of their identifiable materials;

• Document or obtain waiver of 
documentation of informed consent;

• An IRB must conduct a 
limited review to look at privacy, 
confidentiality protections, and broad 
consent;

• Investigators cannot mention in 
the study plan that they will return 
individual research results to subjects.

The revised rule also provides three 
options to conduct a secondary study 
that involves human subjects and 
does not qualify for an exemption. 
The options are:

• Obtain an informed consent 
waiver from the IRB;

• Obtain the study-specific 
informed consent of each potential 
subject;

• Obtain broad consent of each 
potential subject.

Investigators are pleased with the 
Common Rule changes, expanding 
the definition of exempt, DeLussey 
notes. “It gives them more flexibility,” 
she adds. “They’re happy with these 
changes and exempt criteria.”  n

THE KEY IS 
TO SHOW 

INVESTIGATORS 
HOW SOME 
RESEARCH 
PROJECTS 

STILL WILL NOT 
QUALIFY FOR 

EXEMPT STATUS, 
EVEN IF THEY 

MEET SOME OF 
THE EXEMPT 

CRITERIA.
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Suggestions for Improving Exempt 
Determinations by IRBs
Common Rule adds new categories

By Melinda Young

F ederal regulations provide 
some room for interpretation 

in how IRBs might handle exempt 
determinations under the revised 
Common Rule. Research programs 
need to revise their own rules about 
who makes the determination and 
how these are handled, given the 
expansion of the exempt status.

Even before the 2018 revised 
Common Rule expanded the 
definition of exempt, IRBs would 
see some studies submitted for 
expedited review when they could be 
exempt from review, says Christine 
DeLussey, CIP, MS, IRB operations 
supervisor at Children’s Hospital of 
Philadelphia (CHOP). Investigators 
also might apply for exempt status 
when their research should undergo 
an expedited review. This is why IRBs 
should revise policies and procedures 
to ensure consistency in these 
determinations.

Some research institutions 
might ask for more details about a 
project that is proposed for exempt 
status, says Adrienne Bonilla, Esq., 
assistant vice president for research at 
University at Albany, State University 
of New York. “The IRB’s role is 
to evaluate the research project to 
make sure it’s meeting the regulatory 
requirement for human subjects 
research,” Bonilla says. “But if 
something goes wrong, it will be the 
university in the headlines.”

This is why IRBs need to 
clarify their interpretations and 
requirements, setting guidelines or 
checklists. “They might feel they have 
a responsibility for their organization 

in reviewing the study, and there’s a 
mission creep of the IRB that often 
happens,” Bonilla adds. “That is 
where you have organizations that do 
not want to let go or to follow the 
flexibilities of the regulations.”

For instance, a study might 
be eligible for exemption, based 
on the Common Rule criteria, 
but the research institution is 
concerned about litigation if there 
is no review. IRB mission creep 
might ensue. “That’s what affects 
different organizations when they 
are implementing the regulations,” 
Bonilla says. “That’s where you get 
overprotectiveness by institutions — 
their institutional fears.”

When investigators make mistakes, 
and fail to apply for the correct review 
status, or when they do not submit a 
project at all, thinking — incorrectly 
— that it is not human subjects 
research, it is mostly because they did 
not understand the definitions, says 
Erica Heath, CIP, an IRB consultant 
and retired IRB director in San 
Anselmo, CA.

“I don’t think people are trying 
to get away with things,” Heath says. 
“I don’t think it’s intentional; the 
definitions are hard to understand — 
at least the nuances — and it may be 
difficult for people.”

DeLussey, Bonilla, and Heath 
offer these suggestions for how IRBs 
and HRPPs can handle exempt 
determinations and Common Rule 
changes:

• IRBs could use the same 
process for handling both exempt 
and expedited reviews. HRPPs 

could ask researchers to complete the 
same form for expedited reviews and 
exempt determinations.

“I had an eye-opening experience 
the other day when I was talking 
with some IRB staff people,” Heath 
says. “My evaluation said they weren’t 
separating the exempts and expedited 
reviews enough.”

Then, Heath realized that there 
was no difference. “They can be 
handled the same way,” she says.

For instance, if an IRB’s employees 
are listed as alternate members of 
the board, then they can perform 
an expedited review and an exempt 
determination. “You have to 
document they meet the criteria for 
expedited or exempt,” Heath says. 
“Other than that, the way you handle 
it is identical.”

• Provide online screening forms, 
guidance, and in-person education. 
IRBs should have tools on hand to 
assist with exempt and expedited 
forms and reviews.

“These can be in an electronic 
system where the system checks the 
category that was chosen,” Heath 
says. “Someone would read the 
application and see if it fits into the 
category.”

IRB staff or members could use a 
checklist to see if criteria are met for 
exempt status or expedited review, she 
adds. “We keep updated information 
for investigators, including changes 
in the Common Rule, as a resource 
they can always go to,” DeLussey 
says. “We also have regular office 
hours with one or two staff members 
available for investigators to ask 
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questions. We get a lot of questions 
that are related to the Common 
Rule and how investigators should 
proceed.”

Research programs can post 
guidance online about the differences 
between expedited review studies and 
exempt research, noting the expanded 
definition of exempt under the 2018 
Common Rule. “They can start from 
the assumption that it might need 
IRB review, and then contact us,” 
Bonilla says. “We have a screening 
form, a couple of pages that they need 
to complete, to see if it needs IRB 
review.”

The form asks these kinds of 
simple questions:

- Is the activity supported by 
external funding?

- What is the intent of the project?
“It goes through a decision tree 

to see if it’s human subjects research, 
because it’s not always clear, and it 
depends on what a person is going 
to do and why,” Bonilla says. “Most 
studies at our school are exempt 
eligible, and that’s the bulk of what 
goes through our office.”

Since the new Common Rule was 
implemented, there have been only 
slight changes in the University of 
Albany’s volume of exempt studies, 
she notes.

“In the psychology department, 
we have had a handful of projects that 
moved from expedited to exempt,” 
Bonilla says. “But our process has 
not changed with the new Common 
Rule.”

• Assign people to make exempt 
determinations. CHOP has always 
required investigators to have the 
research institution make the exempt 
determination, DeLussey says. “We 
have IRB chairs and other individuals, 
such as myself and analysts, who are 
performing the exempt reviews,” she 
says.

“In general, investigators want to 
submit their studies under the lowest 
level of oversight, so we might see 
about 10% that come in as exempt, 
but don’t qualify,” DeLussey adds. 
“The types we see the most are chart 
review studies, under category 43.”

The IRB has trained investigators 
about what exempt means and how 
to know if a project is exempt, she 
adds.  n

Bioemergency Research Might Weigh  
Risk-Benefit Ratio Differently
Form a rapid-response IRB

By Melinda Young

The risk-benefit ratio can be 
different when studies are 

proposed in response to a national 
bioemergency, such as Ebola 
outbreaks and epidemics.

“You might need to tolerate a 
greater amount of risk to subjects,” 
says Bruce Gordon, MD, assistant 
vice chancellor for regulatory affairs, 
and executive chairman of the IRB at 
the University of Nebraska Medical 
Center. Gordon also is a professor 
of pediatrics. The medical center 
includes a 10-bed biocontainment 
unit, one of the largest in the United 
States. The center treated several 
Ebola patients in 2014.

The bioemergency research 
tradeoff is that there might be a 
greater amount of benefit to society, 

he adds. “The principles don’t 
change,” Gordon notes. “Some things 
become more important when society 
is under a threat, and some recede 
in importance compared with these 
other principles.”

For example, several cities in the 
United States experienced widespread 
alarm when a small number of Ebola 
cases cropped up in hospitals in 2014-
2016. Weak surveillance and public 
health infrastructure contributed to 
an Ebola pandemic in Western Africa. 
The disease resulted in a handful of 
cases in the U.S., some involving 
American healthcare professionals 
who returned sick after working in 
these regions to help local medical 
systems that were overwhelmed with 
dying patients. About 11 people in 

the U.S. were infected with Ebola, 
and most were infected while in West 
Africa. (For more information, visit: 
http://bit.ly/326Aj4X.)

Some of these American 
healthcare workers returned to the 
U.S. and were put in quarantine; 
few had contracted the virus. Two 
healthcare workers at a Dallas 
hospital were diagnosed with Ebola 
after they had cared for an Ebola 
patient who traveled from West 
Africa to the U.S. The patient 
died, but both healthcare workers 
recovered.

“There was a lot of angst and 
concern in 2015 around the patients 
who came back to the United States, 
but these were more public health 
issues than research,” Gordon says. 
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“People weren’t concerned about 
someone having research done on 
them; they were concerned about 
someone coming to my city with 
Ebola and infecting my family.”

This led to a sense that the 
medical profession had to find a 
cure and vaccine for the virus before 
it escalated outside of West Africa. 
“What IRBs don’t speak to is the 
concern of society for whether this 
patient with Ebola should be in my 
city,” Gordon says. “We’re addressing 
the issue of how do we have access to 
an investigational drug.”

One risk when investigators 
conduct research during a 
bioemergency is separating what is 
research and what are public health 
interventions, he says. “There are 
a lot of things to be learned in the 
research setting,” Gordon explains.

Taking an earthquake as a 
metaphor, he notes that research 
takes second to removing people 
from the rubble and into a clean 
shelter. “IRBs don’t have to be 
concerned about it, but the people 
doing emergency response have to 
prioritize,” he adds.

Emergency response planners 
sometimes can be open to 
bioemergency research. They 
understand the importance of these 
studies and include research in their 
planning, Gordon says.

“They can include the notion of 
research and construct an appropriate 
infrastructure to allow that research 
to happen, but it isn’t their primary 
concern,” he adds. “If you rate 
the things that have to be done 
immediately after an earthquake, in 
the wake of a bombing, or during 
an influenza epidemic, research will 
come in 18th or 19th.”

When IRBs are presented with 
research studies involving the 
aftermath of a bioemergency or 
natural disaster, they should look for 

new threats to subjects, including 
ethical and moral threats, Gordon 
says.

“IRBs are well advised to plan 
for these before the emergency,” he 
adds. “If you live in California and 
you expect an earthquake, it’s not 
unreasonable to think about how you 
would handle research during that 
emergency.”

For instance, University of 
Nebraska Medical Center created a 
rapid response IRB that can meet 
within 24 hours to review a research 
proposal involving an investigational 
drug. “We don’t know what the 
investigational drugs are in advance, 
but we can be prepared to review the 
research,” Gordon explains.

The rapid response IRB is 
composed of eight members and a 
quorum of five. There are alternates 
backing up the eight members. The 
IRB chair is the dean of public health 
and has experience investigating 
epidemics for the CDC. The 
rapid response IRB members have 
backgrounds in infectious disease, 
intensive care, and emergency 
medicine, he says.

“We have processes that allow us 
to take a different review paradigm 
than what we usually do,” Gordon 
says.

Usually, the IRB review process 
is linear, with each step completed 
before the next step begins. Under the 
rapid response IRB, all steps happen 
concurrently. For instance, the IRB 
writes the protocol and informed 
consent with the investigator. The 
IRB’s questions are asked while the 
investigator is present at a meeting, 
and they are answered and changes 
made at that same time, he explains.

“The creation and completion 
of the application involves a close 
working relationship with the 
investigator at the time the protocol 
is reviewed,” Gordon says. “They send 

the investigator out of the room when 
it’s time for a discussion and vote.”

An example is an Ebola drug study 
in 2015: “When we reviewed a drug 
study for an Ebola patient in 2015, 
we had serious questions of whether 
this patient could provide consent,” 
Gordon says. “The investigator was 
there to tell us that the patient was 
awake and flying across the Atlantic 
Ocean.”

Hearing this news, the IRB and 
investigator decided to have the 
Ebola patient’s wife fly to Omaha to 
sign an informed consent form.

“We created the rapid response 
IRB for mundane reasons,” Gordon 
notes. “Some researcher didn’t get 
the protocol in on time and had a 
multimillion-dollar grant, but the 
rapid response IRB fit in beautifully 
when we had an actual emergency.”

During the Ebola bioemergency, 
the principal investigator worked 
on getting the biocontainment 
unit ready for the patient while a 
colleague helped with the study 
protocol, he says. “We got the study 
approved while she was busy bringing 
up the biocontainment unit,” 
Gordon adds.

Another aspect of bioemergency 
research is the challenge of 
maintaining participants’ privacy. 
With Ebola, so much media 
attention focused on the few cases in 
the United States that patients’ names 
became known.

“Patients’ names got out, and 
there was little we could do about it,” 
Gordon says. “Our usual approach 
is to keep patient’s privacy and 
confidentiality, but in the setting 
of a public health emergency, part 
of the response is rapid sharing of 
information,” he adds. “IRBs need 
to know that the usual patient data 
protections might not be appropriate 
or possible in the setting of an 
epidemic.”  n
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Bioengineered Organ Research  
on the Recently Deceased
IRBs can serve as oversight model for brain-dead subjects

By Gary Evans

The next frontier in transplant 
medicine includes bioengineered 

organs, which raise ethical issues but 
could help alleviate a critical shortage 
that leaves more than 100,000 people 
on organ wait lists annually in the 
United States.

A critical aspect of advancing 
bioengineered organs is the ability 
to bridge the research gap between 
animals and man by conducting 
research on patients declared brain-
dead, who technically would not 
meet the ethical thresholds for human 
research subjects. For example, the 
idea is to test bioengineered lungs 
or kidneys for short periods in the 
recently deceased, who would agree 
to such medical research much like 
consent to organ donation.

“Although such studies do not 
pose risk to human subjects, they 
pose unique ethical challenges 
concerning the previous wishes of the 
deceased, rights of surviving family 
members, effective operation and fair 
distribution of medical services, and 
public transparency,” the authors of a 
new study reported.1

The researchers acknowledged 
the elephant in the room, as there 
is no avoiding the cultural taboos 

around death and the ghoulish 
aspect of experiments involving those 
whose brains are blank but hearts are 
beating.

“Manipulation of recently 
deceased bodies for research purposes 
can seem frightening or abhorrent,” 
the authors conceded. “Reported 
abuses involving use of bodies of the 
recently deceased without permission 
to either obtain transplantable tissue 
or train medical students underscore 
this reality.”

To move forward in this research, 
the acceptable definition of death 
that all parties must agree on is 
based on neurological rather than 
cardiopulmonary criteria.

“Continuation of organ support 
for short, experimental studies 
— hours to a few days — can be 
ethically permissible if the appropriate 
criteria are employed for selection 
of the deceased and the procedure 
conducted in such a manner that is 
respectful of both the deceased and 
their authorized decision-makers,” the 
authors wrote.

IRBs stand as a model for ethical 
oversight, although the recently 
deceased would not be human 
subjects under the provisions for 

research in the Common Rule. 
A more appropriate model is the 
University of Pittsburgh’s Committee 
for Oversight of Research Involving 
the Dead (CORID), which in 2002 
became the first panel dedicated 
to reviewing protocols for research 
involving deceased subjects, the 
authors reported.

Q&A

IRB Advisor spoke with lead 
study author Brendan Parent, JD, 
an assistant professor of bioethics 
at NYU Langone Medical Center 
in New York City. The following 
interview has been edited for length 
and clarity.

IRB Advisor: Can you comment 
further on this contention that IRBs 
could be a model of infrastructure 
and oversight, but would not be 
the appropriate ethical stewards of 
bioengineered organ research?

Parent: As we stated in the paper, 
we don’t think it is appropriate for the 
IRB to take on this additional kind 
of research oversight — specifically 
because the purview of the IRB is 
human subjects research, and we do 
not believe that this is human subjects 
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research. The IRB can serve as a 
model for the kind of oversight and 
structure for deliberation and review 
process in terms of weighing risks 
and benefits and the rights and duties 
of the involved stakeholders. With 
the key difference being that perhaps 
the most prominent stakeholder 
in human subjects research — the 
human subject — is completely 
absent from this conversation [due 
to brain death]. We propose that 
there should be some other kind of 
oversight body, more in tune to other 
issues like the rights of surviving 
family members, the benefits of the 
potential research, and the allocation 
of scarce resources, including the 
hospital staff or personnel who might 
help facilitate the research.

IRB Advisor: Can you comment 
on the type of bioengineered organs 
that are under research and may 
eventually be tested on brain-dead 
subjects?

Parent: The applicability is over 
a broad range. There are a lot of 
different versions being pursued by 
different companies. Some are going 
to be entirely 3D printed plastic-like 
scaffolding populated with entirely 
human cells. Others are going to be a 
little bit of human and a little bit of 
animal. Some are going to be primar-
ily nonhuman animal that might be 
somewhat genetically engineered to 
be more compatible with human bod-
ies. There is even the entirely artificial, 
noncellular equipment. It runs the 
full gamut based on which company, 
but I think they are all applicable in 
that the body of the recently deceased 
— declared dead by brain-death crite-
ria — will be a useful test subject.

IRB Advisor: What about the 
ethical issues of informed consent? 
Does that defer to any surviving 
family?

Parent: Ideally, the consent 
already would be obtained from the 

deceased prior to their death when 
they signed up to be organ donors. 
The question is whether we can use 
consent to organ donation as sort of 
a proxy. When you register to be an 
organ donor in most states, you are 
simultaneously registering for the use 
of your body parts for purposes of 
transplant, education, and research. 
There is some nuance to that, in that 
different states have different levels 
of specificity. In a lot of places, it is 
sort of an all-or-nothing checkbox. In 
those circumstances, you technically 
are authorizing for something like 
this [research] in the event that your 
organs are not viable for transplant — 
this might become a sort of backup 
use that you are authorizing.

There is another question, which 
is how many people are aware of 
something like this — that this 
might be an alternate use? I think it 
is important to educate that this is 
a possibility, and also go to families 
and get what I would call surrogate 
or informed authorization as opposed 
to consent, which implies something 
more specific.

IRB Advisor: There are a lot of 
cultural issues and stigma surround-
ing death. Can this emerging field 
navigate these negative perceptions?

Parent: I think the concerns aren’t 
much different than what we already 
face with issues like brain-death 
determinations or present practices 
regarding organ procurement, which 
include ensuring adequate education 
and transparency about what is tak-
ing place. This is not going to affect 
or be performed on living people. 
That is very important to know. Just 
as the field of organ transplant is 
trying to combat myths like, “I am 
not going to register to be an organ 
donor because that means emergency 
response is not going to try as hard to 
save my life.” It’s just not true. There 
are firewalls in place. The people who 

perform lifesaving practice — that is 
what they went to school for, that is 
their livelihood. There also is separa-
tion of teams. The clinical team that 
performs lifesaving efforts and knows 
how to declare death [is separate] 
from the organ procurement trans-
plant team.

It’s similar with this, and that 
needs to be a strong description 
and focus of this research. We have 
exhausted all the useful information 
we get from animal models. Before 
we try these manufactured organs 
in living humans, this is a potential 
research field where we can get very 
useful information. We can get the 
research to a higher quality, so that 
when we do the first human trials 
there is a better chance of success. [It 
is important] to point out that value 
and describe how this will take place; 
we are not just going to do this on 
anybody who dies. It has to be people 
who die in controlled circumstances 
at the hospital, and we will make 
sure that family members know all 
through the authorization process. 
We need to make people aware that 
we are still going to prioritize the 
availability of organs for purposes 
of transplant because that can save 
immediate lives, while still acknowl-
edging that when people are ineligible 
— when they die and their organs are 
unavailable for transplant — there 
still is potentially a very valuable leg-
acy that they can leave. This research 
could save tens, hundreds, thousands 
of lives in the future.  n
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CME/CE INSTRUCTIONS

CME/CE QUESTIONS

1. According to SACHRP 

guidelines on pay-to-participate 

research, efforts to include 

some subjects who are unable 

to pay their own way:

a . negate the central concept of 

the study .

b . could include a sliding 

payment scale .

c . could include “scholarships” 

from the IRB institution .

d . should only be used to achieve 

a representative participant 

population .

2. Which is not included in 

SACHRP recommended 

questions to be asked by 

potential subjects in a pay-to-

participate trial?

a . Has there been any scientific 

and ethical review of the 

research?

b . Why do researchers think what 

is under investigation might help 

people like me?

c . Why am I asked to pay to join 

this research?

d . Is there a reduced rate if 

another family member or friend 

joins?

3. Which is an option offered 

under the revised Common 

Rule for conducting secondary 

research studies that involve hu-

man subjects and do not quality 

for an exemption?

a . Apply for IRB expedited review .

b . Obtain retroactive consent for 

biological specimens collected 

for medical — not research — 

purposes .

c . Obtain the study-specific in-

formed consent of each potential 

subject for the study in question .

d . Apply for exception to nega-

tive exempt status determination .

4. IRBs should not act as the 

reviewing committee for stud-

ies examining organ bioengi-

neering that involve recently 

deceased subjects because:

a . research on surgical procedures 

should be reviewed by surgical 

innovation committees .

b . it is not human subjects 

research, as the subjects are not 

living persons .

c . IRBs do not have the expertise 

to review organ transplant 

studies .

d . this research should be avoid-

ed entirely due to cultural taboos 

around death .


