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“THE NEW 
GUIDANCE TRIES 

TO CLARIFY A 
LONGSTANDING 

VIEW ABOUT 
WHETHER CERTAIN 

ACTIVITIES FALL 
UNDER THE RULE’S 

DEFINITION OF 
RESEARCH.”

As Clock Ticks Toward Common 
Rule Implementation, New 
Guidance Offers Help
Continuing review changes are explained

By Melinda Young, Author

The new Common Rule changes 
are complex, not always easy to 
interpret, and sometimes seem to 

add more burdens on IRBs — even as 
the overarching purpose 
is to reduce time 
spent on reviews.

The Office for 
Human Research 
Protections (OHRP) 
is trying to clarify 
some parts of the 
new Common Rule 
with three proposed 
guidance documents, 
published in the 
Federal Register in 
July 2018.

Based on the new 
Common Rule and 
proposed guidance about continuing 
review, IRBs would have to do extra 
work if they were to implement the 
continuing review changes before the 
delayed implementation date of Jan. 20, 

2019, says Teresa Doksum, PhD, MPH, 
senior director of quality and research 
ethics and IRB chair, research integrity 
officer, at Abt Associates in Cambridge, 

MA.
Recent Common 

Rule guidance 
proposes early 
implementation.

“We were 
seriously considering 
implementing this 
continuing review, 
changing it, and went 
through the internal 
assessment process,” 
Doksum explains. “We 
wanted to give it the 
college try.”

But after speaking 
with other IRBs that chose not to 
implement the changes in 2018 and 
noting that early implementation would 
cause greater burden, the IRB decided 
not to implement it, she says.
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EDITORIAL QUESTIONS
Questions or comments? 

Call Jill Drachenberg,
(404) 262-5508.

“The continuing review is not one 
of the major burdens that a research 
team might have to go through, so 
it’s not that big a deal,” Doksum 
notes. “But if we had studies [now] 
that are not eligible to go through 
continuing review, in January we’d 
have to do a special review of those 
studies to make sure they complied 
with the requirements.”

“The draft guidance, I think, is a 
good summary,” Doksum adds.

The guidance covers these three 
areas:

• “Scholarly and journalistic 
activities deemed not to be research: 
2018 requirements  
(http://bit.ly/2Nxndap).”

• “When continuing review is not 
required during the six-month delay 
period of July 19, 2018, through Jan. 
20, 2019: 2018 requirements  
(http://bit.ly/2Calqqm).”

• “Elimination of institutional 
review board review of research 
applications and proposals: 
2018 requirements (http://bit.
ly/2N3Q6y1).”

The following is additional insight 
into the proposed guidance:

• Handling scholarly and 
journalistic activities. The guidance 
is a little less clear on journalistic 
activities, notes Beth E. Roxland, 
JD, MBioethics, associate in the 
division of medical ethics at New 
York University Langone Medical 
Center in New York City. Roxland 
also is a senior advisor on law, 
health policy, and ethics for Roxland 
Consultants.

“It could be because the Common 
Rule generally is focusing on 
academic activities or activities by 
research institutions, but it doesn’t 
focus on those outside of research 
settings, such as marketing groups,” 
Roxland says.

“If someone is doing a case study, 
getting a voice out there without 

conclusions about a population, 
then the guidance clarifies this is not 
research,” she adds. “If the purpose 
is not about generalizable knowledge 
about a population, then it’s not 
research.”

An OHRP official says the 
guidance was in response to an earlier 
controversy over oral history projects.

“The new guidance tries to clarify 
a longstanding view about whether 
certain activities fall under the rule’s 
definition of research,” says Irene 
Stith-Coleman, PhD, director of 
OHRP’s division of policy and 
assurances.

“About 15 years ago, there was 
a controversy located mostly in the 
area of oral history about whether 
the kind of recording of individuals’ 
memories of historical experiences 
was considered to fall under the rule 
or not,” she says. “The new provision 
is designed to explain more explicitly 
where the boundary is in those sorts 
of studies.”

The guidance suggests that some 
types of scholarly and journalistic 
activity could be deemed research.

“If someone obtains HHS 
funding to conduct a research study 
according to the standard practices 
typical of survey research, even if 
their academic discipline is in history 
or journalism, this activity could 
fall under 2018 requirements of 
research,” Stith-Coleman says.

“If, for example, a historian 
were to conduct a survey of senior 
long-term cancer survivors about 
attitudes toward cancer today 
versus 40 years ago, recruiting a 
sample of respondents of sufficient 
size to obtain generalizable results, 
according to standard statistical 
methods, this study could qualify 
as research,” she adds. “It might, 
however, be exempt under the 2018 
requirement.”

• Not requiring continuing 
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review. The guidance’s summary 
states that “unless an IRB determines 
otherwise, continuing review is not 
required in two circumstances:

- studies eligible for expedited 
review under the pre-2018 
requirements;

- research that has progressed to a 
certain point.”

This summary language about 
when a continuing review can be 
stopped may sound a little vague, but 
the provision’s actual text is specific.

“The real dividing line is much 
clearer than is suggested by the 
summary language,” Stith-Coleman 
says.

The guidelines say that the 2018 
requirements specify that any of the 
following circumstances must be 
met for continuing review to not be 
required, she states:

- “research that is eligible for 
expedited review, unless the IRB 
reviewer explicitly justifies why 

continuing review would enhance 
protection of research subjects;

- for studies initially reviewed by 
a convened IRB, once the following 
specified procedures are all that 
remain for the study:

- research eligible for expedited 
review, or

- unless continuing review is 
specifically mandated by the IRB, 
research that has progressed to the 
point that it involves only one or 
both of the following, which are part 
of the IRB-approved study:

- data analysis, including analysis 
of identifiable private information or 
identifiable biospecimens, or

- accessing follow-up clinical data 
from procedures that subjects would 
undergo as part of clinical care.”

The guidance is complicated, 
and research programs should work 
together to figure it out, Doksum 
suggests.

“We did an inventory and found 

this continuing review change 
would only apply to 10 to 15 of 
our research studies,” she adds. 
“So it would not really reduce our 
burden and researchers’ burden 
significantly.”

• Eliminating IRB review 
of research applications and 
proposals. “The 2018 requirements 
no longer require IRBs to review 
and approve research applications 
or proposals during the certification 
process for human subject research 
that is supported by HHS,” Stith-
Coleman says.

“However, IRBs are required 
to review and approve research 
protocols during the certification 
process for human subject research 
that is supported by HHS,” she 
adds. “In contrast, the pre-2018 
requirements had IRBs review and 
approve both research applications 
or proposals and research protocols 
during the certification process.”  n

Balancing Incentive and Risk in Paying Subjects
Informed consent, exploitation, and undue inducement

By Gary Evans, Medical Writer

Research subjects often are paid 
for their participation in trials, 

but there is little standardization and 
accessible data about compensation.

The current dearth of data on 
incentives for research participation 
raises ethical issues in such 
areas as informed consent and 
potential exploitation of vulnerable 
populations, says Brandon Brown, 
PhD, MPH, a researcher and 
assistant professor at the Center 
for Healthy Communities at the 
University of California, Riverside.

“This is a huge issue,” he says. 
“Informed consent documents will 
usually specify payment amounts 

to participants. While IRBs do not 
consider payment a benefit, many 
participants might see the payment 
as a benefit, and some might even 
enroll into a study due to the 
payment.”

To address these problems, 
Brown and colleagues are building 
a framework for determining 
appropriate payment for research 
subjects in HIV clinical trials.1 Some 
vulnerable populations may be more 
likely to have low income, putting 
them at risk of exploitation due to 
underpayment. Conversely, they also 
may be at risk of exploitation for 
joining higher-risk studies due to 

the lure of higher compensation, he 
explains.

“Right now, since we don’t have 
data, we only have a sense that ‘we 
will know it when we see it’ for 
inadequate or excessive incentives,” he 
says. “How is that ethical?”

In guidance updated this year, 
the FDA states that “all information 
concerning payment, including the 
amount and schedule of payments, 
should be set forth in the informed 
consent document.”2

To Brown’s point on payment and 
benefit, the FDA notes that “payment 
to research subjects for participation 
in studies is not considered a benefit 
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that would be part of the weighing of 
benefits or risks [of the research]. It is 
a recruitment incentive.”

Participation payment “may raise 
difficult questions that should be 
addressed by the IRB,” the FDA 
states. These include the amount of 
payment and what should be factored 
into the compensation.

For example, the FDA does not 
consider reimbursement for travel and 
lodging costs for research an “undue 
inducement.” This pressure can arise, 
however, if payment undermines the 
“subjects’ ability to give voluntary 
informed consent.”

In any case, the amount and 
schedule of payments should be 
presented to the IRB at the time of 
initial study review. IRBs should 

weigh the issues and come up with a 
payment plan that is “just and fair,” 
the FDA concludes.

That goal may be somewhat 
aspirational given the many factors 
at play. For example, the possible 
effects of undue inducement 
include research subjects’ concealing 
contraindications to gain enrollment, 
Brown notes. Concerned about 
undue inducement, some IRBs and 
researchers may overcorrect and 
provide low compensation that fails 
the fairness test.

A Payment Framework

The payment framework under 
development by Brown and colleagues 
will focus on incentives in HIV 

clinical trials. The framework will 
be based on input from researchers, 
ethicists, former study participants, 
IRB members, and people living with 
HIV. It will include a database that 
allows for tracking payment practices.

The idea is to develop baseline data 
that can inform payment practices 
going forward. The researchers hope 
to identify “what types of payments 
in various contexts might constitute 
undue inducement to participate in 
HIV research.”

Ultimately, the system 
developed for HIV research should 
be transferable to other areas of 
research, guiding ethical decisions on 
compensation for participation across 
other types of trials, Brown says.

Q&A

IRB Advisor asked Brown to 
provide more detail on the incentive 
issue and the proposed framework in 
the following interview.

IRB Advisor: You cite a number 
of factors and variables that have 
made this historically difficult. For 
example, IRB documentation of 
payment for research participation 
varies, listing payment is not required 
on ClinicalTrials.gov, and academic 
journals do not routinely publish the 
data.

Brown: The lack of payment data 
as a separate variable in electronic 
IRB forms and on ClinicalTrials.gov 
and the underreporting of payment in 
publications mean that these data are 
not accessible. We aim to develop a 
database of payment data.

But instead of collecting payment 
data alone, which would not reflect 
the complexity of the different types 
of studies and study populations, 
we will collect payment data with 
relevant contextual and study-related 
variables.

Should Subjects Who Drop 
Out of Studies Receive 
Compensation?
Bonus for completion OK if not undue inducement

On the issue of payment to research subjects, what should be done 
if people drop out of the study? FDA guidance recommends the 

following for IRBs:1

• Payment should not be contingent on completing the study and 
should accrue throughout the course of the study.

• Payment can be made at the end of the study to subjects who 
withdraw from the study.

• While such bonuses should not be undue inducements, a small 
proportion of payments can be offered as an incentive for subjects to 
complete a study.

• The IRB should determine whether a completion bonus is 
reasonable and not so great as to influence subjects who otherwise would 
have withdrawn.  n

REFERENCE
1 . FDA . Payment and Reimbursement to Research Subjects - Information 

Sheet . Guidance for Institutional Review Boards and Clinical Investigators . 

Jan . 25, 2018 . Available at: https://bit .ly/2slP3Ao .

https://bit.ly/2slP3Ao
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But choosing the variables is 
important, and we need all the major 
stakeholders in that conversation, 
including participant community 
members, IRB members, and 
researchers. When at all possible, 
we should defer to the participant 
community. Having a payment 
framework itself is a good idea, 
but if data are not collected, it will 
continue to be an abstract idea.

IRB Advisor: Would this be 
something that individual IRBs 
could adopt and begin requiring of 
researchers?

Brown: I think so. Why not 
require researchers to describe how 
and why they choose payment 
amounts with a justification 
statement? Or how they worked 
with a community advisory board to 
make the decision? In addition, the 
type of payment should be specified, 
whether it be reimbursement, 
incentives, or compensation. Adding 
this question to applications will 
enrich research and bring the 
issue of payment to the forefront. 
Researchers themselves need to start 
thinking of this and how what they 
are providing might be inadequate or 
excessive.

IRB Advisor: Just to clarify, are 
you implementing the framework 

you propose to begin collecting 
financial incentive data in your 
research with HIV?

Brown: We have not yet 
implemented the study that we 
propose, but the planned study is 
under consideration for funding 
by a federal agency. Locally, at my 
own IRB, we have begun collecting 
incentive data from studies along 
with a variable list to have pilot data 
on payment in research. Variables 
collected along with payment data 
include risk level, IRB review type, 
review category, number of visits, 
time commitment, type of research, 
online or in person, and population 
type.

In my own studies, I work 
closely with the potential 
participant population to decide 
upon incentives. This is one of the 
benefits of working with wonderful 
community partners who have 
taught me a great deal in my 
community-based participatory 
research. I also make it a point 
to describe the incentives in our 
publications.

IRB Advisor: Is more consensus 
needed on efficacy before the 
framework is implemented?

Brown: There have been several 
grants funded to examine the impact 

of incentives in specific research 
areas, including, for example, cancer, 
HIV, cardiovascular health, and 
kidney disease. While these projects 
examine the impact of incentives in 
their individual research projects, we 
will examine trends across projects.

So yes, we are planning a 
study using this framework. More 
consensus is needed, but that step 
— the consensus step — is built 
in as part of the study. We are also 
planning a first look at consensus 
on different aspects of payment in 
research in separate studies with 
participants, researchers, and IRB 
members. Then we will take a 
retrospective look at previous research 
and create a database that can aid 
incentive decision-making.  n

REFERENCES
1 . Brown B, Galea JT, Dubé K, et al . The 

Need to Track Payment Incentives 

to Participate in HIV Research . 

IRB Ethics and Human Research 

2018;40(4) . Available at:  

https://bit .ly/2LRAEjL .

2 . FDA . Payment and Reimbursement 

to Research Subjects - Information 

Sheet . Guidance for Institutional 

Review Boards and Clinical 

Investigators, Jan . 25, 2018 . Available 

at: https://bit .ly/2slP3Ao .

University’s Central IRB Was Built  
From the Ground Up
Here’s how they did it

W ith 37 relying sites and nine 
active studies, all within 1.5 

years since inception, the University 
of Miami’s new central IRB was a 
success.

Its mean turnaround time for 
initial submissions is 34.3 days, and it 
takes 12 days on average for follow-up 

submissions.1 A survey of stakeholders 
showed positive reception.

As the new Common Rule 
requires IRBs to rely on central IRBs 
or become a central IRB for multisite 
studies, some research programs 
might think it is easier to cede the 
responsibility. But if they would 

prefer to build a central IRB, at least 
one research office director says it 
is not as challenging as they might 
think.

“The review part for a central IRB 
is the same as for a single IRB,” says 
Evelyne Bital, MA, CIP, associate 
director of privacy and regulatory 
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affairs for the human subject research 
office at the University of Miami.

“The challenging part was being 
able to customize the process to fit 
the system we had before,” Bital says.

“We have four IRBs and added 
a central IRB that is dedicated for 
review of multisite studies,” she adds. 
“We call it UM Central IRB.”

Bital outlines how the organization 
created a central IRB from scratch:

• Investigator buy-in. At the 
University of Miami, investigators 
came up with the idea of the central 
IRB.

“They were interested in using 
a single IRB to serve the research 
consortia that we were involved 
in,” Bital says. “At the same time, 
we were anticipating the change in 
NIH award policy to do multisite 
research.”

Taking the investigators’ request 
into consideration, they began to 
look into what it would take to 
become an IRB of record. It seemed 
to be a good fit when a couple 
of investigators that were part of 
research consortia that used multiple 
IRBs to review its studies decided 
they needed a single IRB, she 
explains.

“They approached us and we 
considered,” Bital says. “After that, 
we saw that NIH was looking at 
changing their policy.”

So in 2016, the IRB decided 
to become the central IRB for one 
multisite study.

• Hire staff and create a new 
board. “We had limited ability to 
hire, so we assigned experienced staff 
members to do this work,” Bital says.

The next question was: “Do we 
have a separate IRB doing it, or do 
we incorporate the team we already 
have?” The answer was to create a 
separate board for the central IRB 
work, she says.

“It started with one experienced 

staff member in the office, dedicated 
for that purpose,” Bital says. “It was 
me, and I was overseeing the program 
and had one regulatory staff person 
running the board — someone who 
was already in the office and was 
experienced in doing work we’ve 
done here.”

• Use a coordinating center. 
The study reviewed by the new 
central IRB had a coordinating 
center, because it was part of the big 
consortia, Bital notes.

“We work with that coordinating 
center to put everything together, 
and that’s one of the criteria we have: 
We require that each study has a 
coordinating center to communicate 
with the different sites,” she says.

Without a coordinating center, 
a study with 200 sites would not be 
feasible, Bital adds.

“For that first study with almost 
200 sites across the United States, we 
work closely with the coordinating 
center to put everything together,” 
she says.

• Create institutional 
authorization agreements. 
Selecting the exact language of these 
agreements takes time.

“There’s a lot of back and forth 
to come up with the language that 
they would agree with,” Bital says. 
“The first agreement took months to 
finalize, but now I can say it takes 
a week to do an agreement because 
we can take language from the 
different sites and come up with an 
institutional authorization agreement 
that everyone agrees with. They 
might want to add something, but it’s 
easier now.”

It also helps to use the free 
SMART IRB platform, she says. It 
supports single IRB review and helps 
organizations with the NIH’s single 
IRB review policy. SMART IRB also 
has templates, checklists, standard 
operating procedures, and the online 

reliance system that makes it possible 
for institutions to request, track, and 
document reliance agreements for 
each study, she says.

• Customize all processes. “Say 
your system is designed for research 
at one site, and you’re sending letters 
to one site,” Bital says.

Then the IRB is a central IRB 
that has 20 sites — all of which will 
need letters and have documents to 
approve and upload. “It becomes 
difficult when your system was not 
built for that,” she explains.

“We had to customize a lot of the 
work we normally do in the system,” 
Bital says. “We had to speak to our 
research IT department and work 
very closely with them.”

This involved uploading letters, 
compressing documents to save 
space, and working with the 
electronic system vendor to tailor a 
process to multisite research.

• Split determination. 
“Another issue we found was split 
determination, which is different 
from the regular IRB review for one 
study,” Bital says.

This occurred because the central 
IRB took on the role of IRB of 
record after each research site’s IRB 
already approved the protocol. The 
new central IRB reviewed these 
protocols separately, but the central 
IRB could not approve all of the 
protocols because some lacked 
important information, and this 
resulted in a split determination, 
Bital explains.

“We had the split determination 
during the meeting, so the letters 
sent out to each site were different,” 
she says. “In the future, everyone will 
follow the main site’s protocol.”

• Handle requests. “The 
authorization agreement says who 
does what and how communication 
is going to flow, so it’s clear to 
everyone,” Bital says.
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Sometimes, one site will want to 
do things one way and another site 
will want to do things another way, 
and these differences are discussed at 
the central IRB’s meeting, which will 
provide its determination, she says.

• Finding staff and board 
members. “We started with someone 
who was experienced in our office 
and we knew was capable of 
reviewing this type of study,” Bital 
says. “He started with the IRB and 
then we onboarded two more people 
within a few months.”

Board members for the central 
IRB were members of the other IRBs, 
as well as a few new board members. 
Everyone has IRB experience.

Meetings can last five hours, 
discussing only two items on the 
budget, but each item takes a very 
long time because the board will look 
at every research site, she says.

• Consider different state laws. 
One of the time-consuming aspects 
of multisite protocol reviews is local 
context. This often includes state laws 
that go above and beyond federal 
human research protection. One 
state might adhere precisely to federal 
law on handling research involving 
children, for example. Another 
state will ask that particular rules be 
followed beyond what the federal 
requirements are. When a central 
IRB reviews a multisite, multistate 

study, it must consider the individual 
state laws for each site.

“You have to see if the language 
the research institution wants in its 
informed consent conforms with 
each state’s law,” Bital says.

“That’s why we have a form when 
we start the process of review with 
a state, and we provide the site with 
a local context form where they 
can give us all of their local context 
information and what they want 
to see on their consent form,” she 
explains. “When we review the study, 
we see all of these documents and 
we ensure this information is in the 
consent form and that it is reviewed 
by the board.”  n

Researchers Urge IRBs to Preserve Location Data
Trying to balance privacy and research in the age of GPS

Smartphones and other electronic 
devices make a research subject’s 

location increasingly possible to 
detect through now-ubiquitous GPS 
tracking.

Faced with the sudden emergence 
of this latest aspect of the tech 
revolution, many in bioethics 
initially err on the side of location 
data eradication. However, some 
researchers argue that location data 
can be used wisely and well, providing 
important information on some 
populations if deidentified from those 
with malicious intent.

“The question then becomes ‘How 
can we offer a service to the public 
of putting up deidentified location 
data, which potentially is a risk of 
privacy?’” says Daniel Goldenholz, 
MD, PhD, lead author of the paper1 
and an epilepsy researcher and 
clinician at Beth Israel Deaconess 
Medical Center in Boston.

Interested in location tracking of 

seizures, Goldenholz and colleagues 
argue that GPS data can be used 
to provide valuable information to 
researchers if policies are in place to 
protect subjects.

“We tried to look at this from 
multiple angles,” he says. “How do 
you tell an IRB that is not necessarily 
informed on the latest and greatest 
thoughts on this [GPS] stuff how to 
deal with this problem?”

For example, location tracking of 
subjects raises some unusual informed 
consent disclosures, including 
warning subjects that tracking could 
reveal illegal activities or behaviors 
they do not want disclosed. (For more 
information, see related story on page  
116.)

“People might forget that they 
are being tracked and their devices 
might record them in unwanted 
locations, or in some illegal activities,” 
Goldenholz says. “If you are wearing 
a tracker, suddenly someone else 

might know about it. These are 
things that we want IRBs to consider 
including in a consent form.”

The argument by proponents of 
preserving GPS data is essentially 
don’t throw the baby out with the 
bath water.

“We don’t want IRBs to tell 
investigators to deidentify all 
location data,” he says. “We want 
IRBs to consider the reasons to 
keep the location information. And 
if so, which aspects of the location 
information do we want to keep, 
and which aspects pose a risk for 
reidentification and how do we 
mitigate that?”

Safe Harbor

Location data, if it is to be 
preserved for research rather than 
eradicated, must be protected 
along multiple paths, including 
by the initial researchers, the IRB, 
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data repositories, and secondary 
researchers that may be given access.

“There are a lot of different players 
in this game,” he says. “Once data 
exists it almost has a life of its own. 
You have to be careful.”

The concept of privacy in this 
case comes down to preventing any 
reidentification of the GPS location 
data, which could prove challenging 
with evolving technology.

“That is the key point,” he says. 

“Let’s say I post the shoe size of a 
thousand people. Nobody is going 
to care, but they are not going to 
put their name, phone number, and 
address on that. But if I provide the 
shoe size and the GPS location, then 
it may be pretty easy to figure out 
whose shoes those were — even if I 
don’t give the name and address.”

This raises the possibility that GPS 
data can be accessed by those with ill 
intentions.

“Maybe they want to know more 
about your medical history or how to 
target ads to you,” he says.

Given the risk of a location data 
breach, many investigators take the 
“safe harbor” approach and shred the 
GPS location information.

“Safe harbor strips away anything 
that you could use to possibly locate 
anybody,” Goldenholz says. “Yes, you 
can do that, but we argue that there 
are plenty of ways you can protect 

Tips for Informed Consent on GPS Data

I f location data is not going to be erased in a study, how should IRBs explain the risks in informed consent 
communications? Delivering a meaningful consent process in this area can be challenging, so researchers 

developed a list of key points for IRBs to consider.
“These are some elements of informed consent for IRBs to think about. We think these are some of the 

considerations, almost as a checklist,” says Daniel Goldenholz, MD, PhD, lead author of the paper1 and an 
epilepsy researcher and clinician at Beth Israel Deaconess Medical Center in Boston.

“Any location data carry reidentification potential to various degrees and should be assessed on a case-by-case 
basis,” the researchers recommend. “Occasionally, additional support for the IRB may be needed from a data 
scientist to act as a subject expert.”

The following are some of the suggestions for informed consent with studies involving GPS tracking:
• state the frequency of location data collection;
• state the nature and the type of data collected, with examples;
• when applicable, remind participants that they may forget they are being tracked, and that the device may 

record their visits to private locations;
• when applicable, remind participants that evidence suggesting illegal activities may be uncovered by location 

data. If so, disclosure may not be protected by the research institution’s confidentiality policy and could be 
potentially discoverable by law enforcement;

• provide a statement explaining that individuals will not be identified in any research publication or 
presentation dissemination without explicit participant consent;

• provide a statement explaining that identifiable data will not be shared with other researchers without the 
subject’s consent, but that deidentified data may be shared;

• when applicable, remind participants that they can disable or temporarily pause location tracking whenever 
they wish, unless doing so would compromise the study;

• provide a list of who will have access to the location data that is linked to identifiers;
• assess risk that participants will be reidentified from location data;
• assess risk for possibility of harm if location data were inadvertently reidentified including, when relevant, 

financial loss, psychological harm, and/or physical harm.  n
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the privacy of individuals from 
reidentification while still maintaining 
some data about location.”

Investigators can glean useful 
information from location data 
without publishing a street map, he 
notes. For example, some researchers 
are tracking drug users to identify risk 
factors.

“They are tracking patient move-
ments and trying to figure out if there 
are certain locations in the city where 
people are more likely to be triggered 
to have cravings and abuse drugs,” he 
says. “For their research, location is 
a really big deal. But if they were to 
publish maps of downtown showing 
here is where people use more drugs 
and here is where people use less — 
that might be a problem.”

For example, they can use the 
location data to inform if location 
near an ATM triggers drug cravings 
in subjects being tracked.

“There are many examples from 
investigators who have thought 
deeply about this already,” he says. 
“We have been publishing research on 
[epileptic] seizures using an app that 
allows people to record when they 
have seizures.”

The GPS location is being used to 
try to determine triggers for seizures.

“For example, could it be that 
weather patterns impact their 
seizures?” he says. “Could it be 
electromagnetic interference? Or 
could how far you are from home 
impact your seizures? All these 
kinds of things we could never ask 
before, because we didn’t have the 
trackers.”

Expert Determination

In addition to the safe harbor 
method of data removal, privacy 
laws allow for expert determination 
that allowing preserving data with 
appropriate safeguard.

“With an expert opinion 
approach, you could potentially use 
valuable [location] information, 
but you are still protecting privacy,” 
he says. “We want to let the world 
know about this — you are legally 
allowed to do this, but it just has to 
be done in a thoughtful way.”

The expert determination 
alternative accepts some element of 
risk, ramping up data protection as 
that risk of disclosure increases. For 
example, something benign like a 
psychological study about musical 
preferences would not seem to pose 
any risk if GPS data were disclosed.

“Conversely, if an HIV incidence 
study reported obscured GPS 
locations of subjects with AIDS, 
reidentification could result in 
serious personal harms,” Goldenholz 
and colleagues note. “Thus, the 
former study may wish to use 
less cumbersome risk mitigation 
techniques, while the latter may 
require multiple strategies and a 
reidentification risk assessment.”

As with other aspects of 
technological advance, increasing 
benefit may raise the corresponding 
risk.

“It’s amazing now that the 
technology, software, machine-
learning capability, and internet 
are evolving so rapidly,” he says. “It 
would be a shame if we did not use 
this information that is becoming 
available. It would equally be a shame 
if we used it thoughtlessly.”  n
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Simplify Numbers to Help Subjects  
Better Understand Informed Consent
Strategies for high-quality decision-making

Poorly conducted informed 
consent often comes down 

to how researchers present the 
numbers.

“One of the problems in the 
informed consent world when 
we’re talking to patients is their 
lack of understanding of the 

risks and benefits,” says Angela 
Fagerlin, PhD, Salt Lake City VA 
researcher and professor and chair 
of population health sciences at the 
University of Utah in Salt Lake City.

Misunderstandings can arise from 
too much information in informed 
consent documents, she says. “They 

don’t know what to pay attention to 
in a 10-page document.”

When research participants receive 
too much information, they don’t 
know which parts are important. 
This results in poor-quality informed 
consent.

Research from the 1990s-2000s 
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showed that when information is 
presented in a disorganized way 
to patients, they make suboptimal 
decisions, Fagerlin says.

For instance, suppose there are 
a number of characteristics of a 
study that participants should know. 
These could include visit times/
days; number of blood draws and 
lab tests; participation incentives; 
costs, if any, to participants; length of 
participation; how to obtain results of 
the study; and risks and benefits.

Each of these items and more 
could be presented in the informed 
consent document, but the first 
priority for participants probably is 
the risks and benefits explanation. 
A consent form that focuses first 
on one of the more minor pieces of 
information, such as the number 
of blood draws, is not helping 
participants in their decision-making 
process, she says.

Informed consent should start 
with risks and benefits, explaining 
these in a way that is easy to 
understand and assess. Fagerlin offers 
these suggestions for improving 
informed consent:

• Write clearly and simply. “I 
come from a rural, lower-economic 
community in Michigan, and I know 
the people I grew up with are hesitant 
to ask questions of their doctors,” 
Fagerlin says. “They’re hesitant to 
disagree. They say, ‘What would 
you do, doc?’ And then they have to 
live with the outcomes of whatever 
decisions are being made.”

Knowing all of this has made 
Fagerlin concerned about patients’ 
and research participants’ long-
term mental and physical health 
consequences. “I want to help 
people who are making really hard 
decisions.”

One way to do this is to write 
informed consent documents in 
language the average person can 

understand. Most informed consent 
language is written at such a high 
literacy and numeracy level that most 
people who read the forms cannot 
fully understand them, she says.

“Informed consent documents 
are written to protect the university, 
but not written in a way that patients 
can understand them,” Fagerlin says. 
“If you want patients to understand 
things, you don’t give them a 12-page 
document.”

Researchers and IRBs can create 
informed consent forms that are 
shorter and more readable, making 
it easier for people to make hard 
decisions.

• Use the same denominator 
when presenting risk numbers. It 
is confusing to participants to learn 
that one risk has a one in 250 chance 
and another is one in eight. Instead, 
informed consent forms should use 
the same denominator for each risk 
example. Even better, they should 
use 100 or 1,000 as the denominator 
because these are easiest for people to 
comprehend, Fagerlin says.

“It’s hard for people to make 
comparisons when all of the 
denominators are different,” she 
explains. “And if you use 100 or 
1,000 as denominator, it’s easier 
for people to understand it as a 
percentage.”

• Use graphs and other visual 
information. Pictographs or other 
visual displays can help people 
understand risks and benefits.

“For people who are visual learners, 
having a picture graph is helpful for 
putting it into perspective,” she says.

• Apply patient decision aids. 
Decision aids present information in 
an easy-to-read format. They tailor 
information to the participant’s 
condition, and they provide risk 
numbers for each potential adverse 
event. Potential benefits also are 
presented numerically when such data 

are available. When participants are 
finished with the decision aid, they 
can complete a decision guide that 
asks them questions about the risks 
and benefits. Sample questions might 
include:

- How worried are you about 
getting a side effect if you enter the 
study?

- How common are the side effects 
if you participate in the study?1

“Decision aids are tools designed 
to help patients understand their 
diagnoses and benefits of treatment,” 
Fagerlin says. “I use these strategies to 
communicate to people how they can 
be more involved in these decisions 
and be more informed about risks and 
benefits.”

• Engage focus groups. One 
strategy for improving informed 
consent is to ask focus group 
participants for input. Researchers 
have used stakeholder focus groups to 
help develop better information about 
risks and benefits.

For example, a focus group of 
patients and other stakeholders can 
help researchers improve a research 
project’s informed consent and 
recruitment processes.

One recent study in which Fagerlin 
participated found that the best results 
could emerge from stakeholder/
focus group meetings when there 
was a culture of mutual respect, 
all team members were actively 
involved, and leaders facilitated good 
communication. To accomplish this, 
researchers needed to beware of jargon 
and acronyms, privately check in with 
quiet people, have people introduce 
themselves with stories and not 
with titles, and offer orientation to 
everyone.2

The goal is to present information 
in the best possible way when 
obtaining informed consent, Fagerlin 
says. “So we need to try to figure out 
the best tools possible.”  n
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 n Analyzing “reasonable person” in 
informed consent rules

 n IRB staff education is back to the 
future with in-person sessions

 n Put a little evidence behind 
informed consent process

 n Top-notch educational materials 
for subjects

COMING IN FUTURE MONTHS
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Research Ethics Groups Can Complement  
IRB Oversight
Emerging lines of research can raise many ethical questions

The increasing complexity 
of human subjects research 

has driven the development of 
research ethics consultation (REC) 
services, which can complement the 
oversight role of IRBs.

A recently published article1 
on a national REC Collaborative 
concluded that these forums can 
supplement the IRB oversight role 
by:

• serving as a resource on prickly 
ethics issues for investigators, IRBs, 
and other research administrators;

• helping IRBs and investigators 
with decisions related to informed 
consent and risk-benefit analyses;

• collaborating on ways to 
overcome study challenges;

• mediating conflicts among 
researchers.

Ethical and Regulatory 

Roles Separate

Kathryn M. Porter, JD, MPH, 
lead author and research scientist 
in the Treuman Katz Center for 
Pediatric Bioethics at the Seattle 
Children’s Research Institute, 
explained the distinction between 
IRBs and RECs.

“In many institutions, they are 
completely separate groups, each 
serving a different purpose,” she 

says. “REC services acknowledge 
and respect the regulatory role 
that IRBs have. REC services are 
available to researchers before, 
during, and after the regulatory 
review process.”

Some REC services are available 
for outside consultation by an IRB; 
“however, regulatory review remains 
in the purview of the IRB.”

Informed Consent Is 

Ethical Challenge

Overall, 49% of the specific 
ethical concerns raised to RECs in 
the recent analysis were related to 
informed consent.

“We focused on issues that 
researchers faced that rose to a level 
that motivated them to reach out 
for outside ethical assistance,” Porter 
says. “The 49% of consults that 
involved informed consent issues is 
striking, and suggests that despite 
having regulations that dictate when 
informed consent must be obtained, 

there isn’t necessarily clear guidance 
on how that informed consent 
should be obtained.”

While informed consent is a key 
ethical issue, emerging new lines 
of research raise a host of questions 
that RECs can assist with, she says.

“Growth in the number and size 
of multisite trials, investment in 
comparative effectiveness research, 
and advances in genomics and 
biologics have introduced novel 
ethical issues that will remain 
challenging,” Porter and colleagues 
note in the paper.

While the IRB system remains 
the foundation for the ethical review 
of research, RECs can be a valuable 
service for investigators, regulators, 
and research participants, they 
conclude.  n
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CME/CE INSTRUCTIONS

CME/CE QUESTIONS

1. Which of the following are 

the two circumstances when 

continuing review is not 

required, according to OHRP 

and its guidance about the new 

Common Rule, published in July 

2018 in the Federal Register?

a . Studies exempt under the 

existing Common Rule and 

research in which all subjects have 

died

b . Studies eligible for expedited 

review under the pre-2018 

requirements and research that 

has progressed to a certain point

c . Research involving data and 

biospecimens and studies in 

which subjects have consented to 

a discontinuation of continuing 

review

d . None of the above

2. According to the FDA, IRBs 

should consider payment for 

research participation as part of 

the benefit of participating in 

the study.

a . True

b . False

3. When the goal for an informed 

consent form is to make risk 

numbers easier for participants 

to understand, which of the 

following is a good strategy to 

achieve that end?

a . Use the same denominator 

when presenting two or more 

fractions/numbers

b . Use 100 or 1,000 as the 

denominator

c . Both A and B

d . None of the above

4. Regarding GPS location data of 

research subjects, Safe Harbor 

means:

a . Issuing a tracker alert if subject 

suspected of illegal activity

b . Using a team of experts to 

determine what, if any, data 

should be deidentified

c . Moving all data immediately to 

repository for later identification

d . Stripping away any data 

that could possibly be used to 

determine location


