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Internet research raises data  
storage, informed consent issues
Few IRBs have policies for Internet studies

Internet research has been an issue for IRBs since its roots in the 
1990s, and the challenges ethics boards face in reviewing such studies 
are in pioneer territory.

For instance, twelve years ago, IRBs might not have known how to 
handle informed consent for studies that involved interviewing people 
met through Internet chat lines. Now the problems have evolved to deter-
mining how to protect research subjects when private Internet research 
information suddenly becomes public, says Elizabeth Buchanan, PhD, 
director of the center for information policy research in the school of 
information studies at the University of Wisconsin in Milwaukee, WI.

“I’ve sat on two different IRBs, helping them understand the complexities 
of Internet research,” Buchanan notes. “One was a medical school board 
and one was a social science board, and there are different ways of thinking 
about the issues from the different disciplinary models.”

Buchanan decided to study this issue by surveying IRBs in the United 
States. Her project was funded through a grant from the National Science 
Foundation.

“No one had been looking empirically at what was happening,” she says. 
“IRBs are seeing more online surveys and interviews, but the boards don’t 
talk to each other about it and there’s a real gap in the literature base and 
understanding of what is happening at the national level.”

Buchanan and co-researchers spent a year surveying IRBs and received 
more than 300 responses that formed an interesting dataset of how IRBs 
were handling Internet research.

Based on 2007-08 data, the study found that about half of the IRBs 
surveyed considered Internet research a concern or of interest to their 
boards. The study also found that less than 8% of IRBs had Internet 
research protocols, including checklists, review tools, policies, and guide-
lines. Another 17% said these protocols were under development, accord-
ing to study findings presented at Office of Human Research Protection 
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“IRBs are starting to get more and more of these 
Internet studies, and the most frequent are Internet 
survey tools,” she says. “Some boards are more 
comfortable with these than others.”

Plus, IRB members might find Internet research 

somewhat confusing, and the issues that concern 
them are varied.

Online consent

For example, one issue is how investigators might 
gain consent online. Should they use a checkbox 
that is similar to an iTunes or software company 
disclosure that asks you to read the rules and then 
check the box saying you approve and will proceed?

“Is that an acceptable model of consent?” 
Buchanan says. “Some IRBs say, ‘Yes,’ and some 
say, ‘We don’t know.’”

And if a checkbox consent form isn’t acceptable, 
then what alternative do researchers have?

Other major issues involve privacy, data owner-
ship, and terms of service.

Buchanan outlines these other ethical issues in 
Internet research:

Is it possible to have an equitable or fair repre-
sentation in subject pool when most subject selec-
tion is based on type of site?

How does the researcher enter the research space 
to begin recruiting?

What if some people in a community agree 
to consent to the study, but others do not? Do 
researchers have plans for this reality?

With Internet research there are more unknowns 
in the area of data control, Buchanan notes.

“Suppose a researcher wants to study Facebook 
data,” Buchanan explains. “Those data do not 
belong to individuals on Facebook or the researcher  
—  they belong to Facebook.”

In this type of case the stock phrases informed 
consent documents might include  —  about how the 
data will be kept confidential in a storage file for a set 
period of time and used only for research purposes  —  
do not apply, she adds. (See related story, p. 75.)

“We can’t use that language anymore because 
we can’t make those assertions,” Buchanan says.

If the research involves obtaining answers to 
questions given online and through the Internet, 
it is reasonable to assume those answers will exist 
beyond the researcher’s hard drive.

Internet research is subject to cloud computing: 
“When we store things offsite, we may have a copy 
of the data on our desktop, and that’s well and 
good,” Buchanan says. “But there may be another 
set of data in the clouds, and we don’t know how 
long that will last.”

For instance, when an investigator conducts 
an observation online or interacts with a specific 
Internet community, the researcher will generate a 
log or transcript, keeping a copy, Buchanan says.
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Participants and the Internet community’s 
administrator also will have a copy of the inter-
action. So the questions that an IRB will have to 
address are as follows:

• Who owns the information?
• How long will the e-data last?
• Has the researcher informed participants 

about the data’s longevity and potential risk of 
data intrusion?

A quick study

This uncertainty puts a burden on researchers 
and IRBs to learn the new Internet rules quickly.

“Researchers and IRBs need to learn and adopt 
new languages to protect themselves and subjects,” 
Buchanan says.

IRBs also might encounter research collection 
methods that begin to cross ethical boundaries.

For instance, Buchanan has encountered the case 
of a researcher who wanted to learn more about 
people’s online political views. He proposed study-
ing this by creating a fake Internet persona with 
which he’d befriend people in an online community.

“He wanted to know how people would express 
their political views on Facebook,” she says. “It 
was a form of deception where the researcher 
would present himself as someone different so he 
could look at the interactions.”

On the surface, an IRB might ask if this would 
even qualify as human subjects research, she notes.

“One could argue, depending on the type of 
research, that the researcher could have just been 

Concerns to consider in 
reviewing web studies
Internet research expert offers advice

Internet technology and its impact on society have 
evolved so quickly in recent years that researchers 

and IRBs lag far behind in their efforts to understand 
and use this new forum.

IRBs need to understand the different kinds of 
Internet research they’re likely to see in protocols, as 
well as how this type of research might change the 
informed consent process, says Elizabeth Buchanan, 
PhD, director of the center for information policy 
research in the school of information studies at the 
University of Wisconsin in Milwaukee, WI.

Buchanan suggests IRBs consider these questions 

and concerns:
• What are the practical challenges in obtaining 

informed consent with regard to fluidity and changes 
in group membership?

• How do you verify understanding of informed 
consent?

• Will something placed on a public Internet space 
come back to haunt the researcher or participants?

• Should researchers be permitted to use archived 
quotes that were never intended to be represented in 
research?

• Should an informed consent use blanket 
statements, such as “I understand that online 
communications may be at greater risk for hacking, 
intrusions, and other violations. Despite these 
possibilities, I consent to participate?”

• How might researchers use blogs, which might not 
meet the definition of human subjects research?  n

looking at language,” Buchanan says. “So maybe 
it’s doing a content or discourse analysis and is not 
human subjects research.”

And even if an IRB decides this is not human 
subjects research, what about the issue of decep-
tion, the researcher creating a fake persona to 
obtain information that was intended for a specific 
audience, she adds.

“The IRB was unsure if this fell into the realm 
of deception and how to evaluate it,” Buchanan 
says. “However, the researcher could say, ‘If you 
don’t allow me to create this fake persona, then I 
won’t be able to get the responses.’”  n

Weighing incentives  
in subject recruitment
How high should payments go?

For researchers and IRBs there is an ethical para-
dox in behavioral studies involving populations 

that are hard to engage. 
On one hand, these populations likely need 

interventions and programs tested in like individu-
als as much or more than the general population. 

ETHICAL CASE STUDY



76	 IRB	ADVISOR	/	July	2010

On the other hand, they might have more obsta-
cles to study enrollment, so recruiting participants 
might require incentives that raise red flags for 
IRBs.

Researchers who attempted to walk this line in 
one study  —  involving low income, urban par-
ents of pre-schoolers  —  found that their recruit-
ment incentives may have been too cautious, says 
Deborah A. Gross, DNSc, RN, FAAN, professor, 
Leonard and Helen Stulman Endowed Chair in 
Mental Health and Psychiatric Nursing at Johns 
Hopkins School of Nursing in Baltimore, MD. 
Gross received grant funding for the study by 
the NIH/National Institute for Nursing Research 
when she was on the faculty at Rush University 
College of Nursing in Chicago.

“In anticipation of problems around coercion, 
we made our incentives low,” Gross says. “But 
now that we’ve collected data, I think we made it 
too low.”

Finding the right balance is difficult.
“The IRB approved our incentive because we 

made it low enough to avoid undue influence, but 
I suspect it was so low it didn’t work,” she adds. 
“So how high is high enough, but not too high?”

Down to cases

The result is essentially a case study of how 
researchers and IRB members attempted to find 
the right balance between adequate incentives for 
recruitment and retention and appropriate partici-
pation fees. For example, if fees are too high they 
may lure participants into a study they might oth-
erwise find counter to their family’s best interest.

Study’s purpose: Investigators wanted to study 
the success of an intervention program aimed at 
improving parenting among low-income parents of 
children between the ages of two and five years of 
age.

They targeted populations in the urban settings 
of Chicago, IL, focusing predominantly on minor-
ity parents whose incomes were low enough to 
meet eligibility requirements for subsidized child 
care services.

The target population included single parents 
and people who worked 30 hours or more at very 
low-wage jobs.

“This population is hard to engage because 
these are parents who have a lot on their plates,” 
Gross says.

The goal was to teach parents the skills they 
would need to prevent later behavioral and social 
problems among their children.

Recruitment and retention methods: Researchers 
decided to recruit parents who attended day care 
centers that served low-income families.

The families were asked to participate in 
exchange for these incentives:

• Thirty dollars for each of four assessments, 
including assessments at baseline, post-interven-
tion, six month follow-up, and one year follow-up;

• Free copies of four 15-minute videotaped free-
play sessions with the parent and child;

• Free dinners at each two-hour intervention  
sessions;

• Free child care during intervention sessions;
• Discounts on child care center co-payments of 

20% with a $5 minimum during the 12 weeks in 
which participants attended the intervention ses-
sions; this incentive was added on for a separate 
study when the first study’s incentives did not 
achieve desired enrollment;

• The intervention sessions were held at the 
child care center where participants’ children 
already attended, and they were scheduled to start 
right at the time participant parents normally 
picked up their children, from 5:30 to 7:30 p.m. or 
from 6-8 p.m. weekdays.

Results of recruitment strategy: “After all the 
incentives we offered, we still found that relatively 
few parents enrolled in the study,” Gross says.

When the child care center discounts were 
added to the incentive package, study enrollment 
improved by 15%, but this additional incentive did 
not improve attendance rates, she adds.

These kinds of results are unfortunate from a 
statistical standpoint and can result in unclear 
answers to the study questions.

The study might have recruited subjects from 
other venues, but investigators had determined that 
a childcare agency that they already used was the 
best suited for a variety of reasons.

“One, the mission of early childcare centers is to 
promote the health and well-being of children and 
their families, and I saw the parenting groups as 
contributing to this existing mission,” Gross says.

“Second, we thought it would be convenient 
because their children already were there, and they 
had to pick up their children anyway,” she adds. 
“So why not give them a night off of cooking din-
ner.”

This reason had a lot of appeal on the face of it, 
she says.

“But what we have come to realize is that par-
ents’ work schedules vary, and for a number of 
reasons, parents don’t come to these evening ses-
sions,” Gross says.
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These reasons include the following:
• They can’t leave their work early enough to 

attend the parenting group sessions.
• By the time the parenting sessions end, it’s 

dark out and some parents are reluctant to take 
home public transportation after dark.

• Parents might have school-age children at 
home, and while they could bring them along for 
the free child care, they didn’t have time to pick 
them up after work before heading to the child 
care center.

“We’ll continue to look for the perfect venue, if 
there is such a thing,” Gross says. “We’ll have to 
offer different pathways.”

These could include offering the intervention on 
the weekend at a different setting, since child care 
centers often are not licensed for use on the week-
end.

IRB and researcher discussion of recruit-
ment incentives: “The IRB has been fine with the 
research incentives,” Gross says.

“We rationalized the $30 payments for complet-
ing the assessments as based on an hourly wage of 
$15 per hour for two hours,” she explains.

“Where we have always struggled is with the 
notion that when you give an incentive for a dis-
count or cash incentive, how much is enough to 
motivate behavior change without being coer-
cive?” she adds.

This is an especially problematic concept when 
subjects are from low-income families.

“I am sure if we had offered parents $100 for 
every session they attended, we’d get a much bet-
ter attendance,” Gross says. “But then you have 
to ask yourself what these people are not doing in 
order to attend our sessions.”

For example, one parent who repeatedly signed 
up for the study, but never attended a single group 
session was asked by one of the study investigators 
why she never attended. The woman responded 
that she wanted to become a better parent to her 
three-year-old, but she also had a 15-year-old at 
home. And if she wasn’t home when her teenager 
came home from school then she was worried he 
would be recruited into gangs, Gross explains.

“Every day, parents are reprioritizing the 
demands on them, so you don’t want to offer an 
incentive that would have them prioritize their 
demands in a way that’s not healthy for their fam-
ily or for them,” she says.

“You can’t just give them whatever the market 
would bear because you might encourage them to 
make unwise decisions,” Gross says.

Another example would be if a parent left his or 

her job early to come to the group. But then this 
could jeopardize the parent’s employment status.

“That’s the quandary low-income parents face,” 
she says.

“I think IRBs are in a tough spot when deciding 
these issues,” Gross says. “They’re at arms’ length 
from the research, and they’re trying to make wise 
decisions.”

But there needs to be more research on what 
is the best price for incentives and the balance 
between an incentive that is high enough to 
achieve the necessary enrollment and low enough 
to prevent undue inducement, she explains.

“I don’t think anybody has that answer,” Gross 
says. “I would want IRBs to invest in studies that 
try to answer that question.”  n

Feedback to subjects can 
be tricky but important 
Internet has changed how we see personal data

As Americans become increasingly accustomed 
to learning more about their own health, it’s 

becoming more common for research participants 
to expect to learn about their personal results dur-
ing a study.

“In the genetics domain, we’re seeing people 
getting more interested in getting information 
about themselves in direct-to-consumer testing,” 
says Stephanie Malia Fullerton, DPhil, an assis-
tant professor in the department of bioethics and 
humanities at the University of Washington School 
of Medicine in Seattle, WA.

“I think this is changing people’s perceptions 
about access to their information,” Fullerton says. 
“And with the rise in technology and the Internet, 
people are far more used to knowing and control-
ling their personal information.”

Online social networking sites also have 
changed the public’s perception of privacy.

“People in their 20s and 30s, who are very 
involved in social networking, have a very differ-
ent sense of what they wish to make public or keep 
private about themselves,” Fullerton says. “And 
they have a better sense about how to control their 
information.”

There are parallels to this in patient care where 
people now can access their medical records and 
sometimes even correct them, Fullerton says.
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“There is a greater expectation because of the 
changes in technology that people should be able 
to correct, access, and edit their medical informa-
tion,” she adds.

Against this backdrop are research and the tra-
dition of keeping individual subject information 
from the individual subjects.

Some researchers and IRBs take the position 
that no personal information collected during 
a research study should be communicated to 
research subjects. Others say subjects are entitled 
to this information because it’s about them.

“I think there’s a middle way, and it’s connected 
to benefits,” Fullerton says.

“We have an obligation in the research domain 
to give people information that is so overwhelm-
ingly important to them that it would be unfair to 
not communicate that information back,” she says. 
“This is if the information would make a tangible 
difference in their health care.”

However, this does not mean researchers are 
obligated to return genetic test results to patients 
or to communicate health issues that would not 
make a tangible difference in their health care.

“There are certain cases where you have an ethi-
cal duty to communicate information back, and 
you don’t want to close that door completely,” 
Fullerton says.

Making common sense of the issue

The key is for IRBs and researchers to use com-
mon sense: “If research information potentially 
could save someone’s life, then not communicating 
it back to them would be untenable,” Fullerton 
says.

For example, if a person is seen at a research 
visit and the person’s blood pressure is danger-
ously high, then the clinic should refer the person 
immediately to a doctor or emergency room, she 
explains.

With genetics research, IRBs will need to con-
sider a different situation. So far, nearly all of the 
genetic variance associated with disease risk is very 
common in populations and most only increase a 
person’s lifetime risk of a disease by a very small 
amount, Fullerton says.

These two features make it difficult for IRBs 
and investigators to consider giving information 
back to participants, she adds.

“That information ultimately is not going to 
make a difference in someone’s clinical care, and 
it’s not supplemental to family history informa-
tion, which is far more relevant than a genotype,” 

she says. “So it’s very unclear what to do with that 
information.”

Occasionally there is the rare genetic finding 
that poses a true ethical dilemma. These are find-
ings that would appear to be important for clinical 
care, although they are not in the category of life-
threatening risk.

For example, a genetic researcher might acci-
dentally discover a person who has a chromo-
somal abnormality that had not been detected, 
such as an extra X chromosome, Fullerton sug-
gests.

“They’ve gone through their whole life believ-
ing they’re one gender, although the extra X 
chromosome has various implications,” she says. 
“This is clinically well-defined, and when people 
are diagnosed with this condition and found dur-
ing routine clinical care they might be given tes-
tosterone supplements.”

But this isn’t a life-threatening condition, and 
someone could live a long life undiagnosed.

IRBs might consider making an exception for 
these types of circumstances and permitting inves-
tigators to give participants the results. But there 
are other ethical issues to consider.

One is that finding out this type of informa-
tion could be disruptive to a person’s identity and 
emotionally painful to the participant.

“Is this information that we researchers should 
be communicating back to the person who was 
identified or not?” Fullerton asks. “I don’t know 
the answer, and so far, no one knows because it’s 
a very difficult question.”

Further research should be done to consider 
this ethical dilemma. Meanwhile, IRBs and inves-
tigators should make decisions on a case-by-case 
basis. If they decide to share sensitive information 
with participants, they should have a process that 
will ensure this communication is done appropri-
ately.

“I believe it is inappropriate for IRBs to basi-
cally insist that researchers never return any-
thing,” Fullerton says. “I think what IRBs should 
be looking for in protocol applications is some 
plan from investigators for how they intend to 
manage clinically actionable, usually incidental 
research findings.”

These plans might include a risk and benefits 
calculation, anticipation of unusual results, and 
steps that will be taken if results are to be com-
municated to research participants. Among these 
steps are processes for confirming results by a 
certified lab and referring participants to special-
ists, she adds.  n
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Changing trials  
in midstream
Adaptive design an intriguing alternative

As concerns grow over the expense and slow 
progress of classic randomized clinical trials 

(RCTs), an intriguing alternative is gaining steam 
– adaptive design, in which trials change at various 
decision points in response to accumulated data. 

 Unlike a trial unexpectedly changed or stopped 
midway, these trials are designed with the expecta-
tion that there will be changes. For example, one 
might start with four different doses of a study drug, 
and two arms would stop enrolling new subjects 
after a predetermined point, based on data analysis. 
Or a trial could be designed to change inclusion crite-
ria if enrollment does not meet targets.

In recent years, interest has increased in this 
approach, fueled by more sophisticated computer 
models that can help with the designs. The FDA 
earlier this year released draft guidance for the 
adaptive design of drug trials. 

Proponents of adaptive design say the idea pro-
vides some human subjects protection benefits, 
allowing people to be moved out of ineffective 
arms more quickly rather than waiting until the 
end of a protocol. If a trial is speeded up, they say, 
fewer participants overall might be needed. 

But it’s still unclear whether there would be 
improvements to participants’ safety as a result 
of increased use of adaptive trials, says Marc K. 
Walton, MD, PhD, associate director of the Office of 
Translational Science of the FDA’s Center for Drug 
Evaluation and Research in Silver Spring, MD.

“We’re not convinced there are ethical imperatives 
to use this approach,” Walton says, noting that many 
decisions made in adaptive design studies are based 
on limited amounts of data. “So the true accuracy of 
those decisions really remains to be seen.”

And Walton says moving participants from a 
seemingly less active dose of a study drug to a 
more active dose also raises the possibility that 
they’re being moved to an unrecognized more 
toxic dose, which increases risk.

Complex studies 

While FDA’s guidance addressed the design of 
these type of trials, currently there is no planned 
guidance for IRBs on the topic from the Office 
for Human Research Protections, says Health 

and Human Services spokeswoman Lt. Kate 
Migliaccio.

And some of these trials come with a certain 
degree of technical complexity, since many rely 
on statistical models to determine what changes 
would be made during the course of a study as a 
result of data collection.

That leaves IRBs with the task of determining 
what potentially could happen in these trials and 
how to ensure that all the various possible out-
comes provide as much protection to subjects as 
possible.

Walton says IRBs have plenty of experience 
handling changes to protocols. But in adaptive 
design, those changes are considered and planned 
for from the beginning. He says IRBs need to be 
sure that they understand the rules that would gov-
ern those changes, and the various circumstances 
that could result. 

“They have to try to think of all the different 
ways the study could go,” Walton says. “And they 
have to decide whether or not they’re comfortable 
with the safety of the study participants for all of 
those different circumstances.  Their task in that 
regard is similar to FDA’s in terms of reviewing 
and approving the study from the design point of 
view before the study even gets started.”

He says that the more complex adaptive design 
studies may require more careful and intricate con-
sideration than more traditional designs. “So it may 
well be that IRBs find they require greater amounts 
of time to think through the proposed study.”

Ensuring expertise

The category of adaptive designs as described in 
the FDA guidance is a broad one – Walton says it 
can include fairly straightforward approaches that 
IRBs are used to seeing (for example, changing eli-
gibility criteria to boost enrollment or incorporat-
ing a group sequential  stopping rule that halts the 
study when predetermined measures  of efficacy or 
inefficacy have been achieved).

However, some of the newer designs can be 
much more complex, relying on intricate computa-
tions to evaluate that IRBs may be less familiar with, 
he says.

As a result, they may need to make sure they have 
adequate expertise on the board – or can consult 
with someone to provide that expertise – in order to 
answer any questions that arise.

Marjorie Speers, PhD, executive director of 
the Association for the Accreditation of Human 
Research Protection Programs (AAHRPP) in 
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Washington DC, says that doesn’t necessarily mean 
that an IRB needs to have a biostatistician on its 
board.

“But what the IRB does need then to do is to 
ensure that that study has been reviewed by a peer 
review process or by the sponsor or a scientific 
review committee that can attest that the statistical 
design of the study is appropriate, she says.

Once the study is under way, the question of 
whether IRBs should review individual changes isn’t 
entirely clear.

Walton says it wouldn’t be necessary for IRBs to 
have additional review of the protocol if an adapta-
tion is made in accord with the initial design. 

“Changes are planned for and are explicitly laid 
out in the design of the study from the very begin-
ning, so I’m not sure that the IRB has to have addi-
tional review of that at the time that it occurs,” he 
says. “After all, the criteria for making the changes 
are laid out.

“And the IRB won’t have access to the data that 
was the basis of making the change. They’ll only 
know that a modification occurred at the planned 
time and according to the prospective plan. They 
would not really have any new information as a basis 
for reevaluating the study.”

Speers says adaptations that change the trial in any 
unanticipated way should still go back to the IRB for 
review.

“Unless you can predict what that change is 
going to be, and when it would occur, then yes, each 
change would have to go back to the IRB” she says. 

For example, the trial’s design may allow for 
options to increase or decrease sample size or to dis-
continue one arm of the study.

“You know that going in – the study will be 
designed in such a way that if the interim results look 
a certain way, then you might change it in a cer-
tain way,” Speers says. “But when those results or 
those data are finally available and looked at, they 
might be different than what was predicted. So the 
IRB would need to look at those data in relation-
ship to the change that’s being proposed.”

Not right for every study

Because of their complexity, adaptive design 
trials are not necessarily appropriate for every 
protocol, says Daryl Pullman, PhD, an associate 
professor of medical ethics at Memorial University 
of Newfoundland in St. John’s who has written on 
the ethics of adaptive design.

He says they would tend to work better in situ-

ations where it’s possible to see fairly immediate 
results from a treatment. While some argue that 
adaptive design is better suited to more innocuous 
trials, Pullman takes the opposite approach.

“My view is that in situations where perhaps 
there were life and death kind of consequences – 
where the information could be critical to making 
care decisions in terms of putting (subjects) on a 
treatment that is shown to be effective – then you 
should design your trial to ensure that more people 
get on the effective treatment more quickly, rather 
than waiting until the end (as would occur in an 
RCT),” Pullman says.

Walton says FDA doesn’t expect a sudden flood 
of new complex adaptive design trials to be sub-
mitted for review.

“We expect that sponsors will consider these 
methods, and begin to use them in a cautious man-
ner, as experience with them grows over time,” he 
says. “So there will not likely be an overwhelm-
ing increase in evaluation burden immediately 
– rather, one that slowly over time develops as 
sponsors learn where and how the methods can be 
best applied.”

To view the FDA’s draft guidance for 
industry for adaptive design clinical tri-
als for drugs and biologics visit this web-
site: http://www.fda.gov/downloads/Drugs/
GuidanceComplianceRegulatoryInformation/
Guidances/UCM201790.pdf.   n

Adaptive design:  
Points to consider
Informed consent, therapeutic misconception

Adaptive design clinical trials raise many of the 
same issues in IRB review as do unplanned 

modifications to existing trials, says Marjorie 
Speers, PhD, executive director of the Association 
for the Accreditation of Human Research Protection 
Programs (AAHRPP) in Washington DC.

“IRBs are faced every day with adaptive designs, 
because every day, they approve research studies 
and something will change in that study,” she says. 

But adaptive design does add a few wrinkles to 
some of the usual IRB issues:

Informed consent: Researchers and IRBs must 
decide how much to tell subjects about the poten-
tial changes that might occur during the study. 

The informed consent for adaptive studies should 
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explain to participants that there will be examina-
tions of data at set points in the study, approxi-
mately when those points will occur and what kinds 
of changes might result, says Marc K. Walton, 
MD, PhD, associate director of the Office of 
Translational Science of the FDA’s Center for Drug 
Evaluation and Research in Silver Spring, MD. 

“For example, (the informed consent) might 
state that two of the four dose groups will no lon-
ger have patients randomized to them, and only 
two of the dose levels will be continued for the 
assignment of new patients,” he says.  

Participants would need to be told if they were 
being enrolled after a decision point in an adaptive 
trial.

The complexity of some versions of adaptive 
design can lead to increased challenges in mak-
ing consent understandable, says Daryl Pullman, 
PhD, an associate professor of medical ethics at 
Memorial University of Newfoundland in St. 
John’s.

“Consent documents tend to be very long and 
technical already,” Pullman says. “And I think 
they could become even longer and more techni-
cal if you’re trying to explain all the intricacies of 
an adaptive design to potential research subjects. 
More description in those situations can actually 
undermine the informational content of it.”

He says he doesn’t believe it’s necessary to 
reconsent subjects once the study is under way 
every time there’s an adaptation.

Therapeutic misconception: Pullman also wor-
ries that the nature of an adaptive design — chang-
ing interventions as researchers know more about 
what seems to work — will make it more difficult 
for subjects to grasp the difference between treat-
ment and research.

“Adaptive design tends to cloud that,” he says. 
“I think it’s going to become more difficult for cli-
nicians to make that distinction.”

The distinction might be especially difficult if 
the adaptive design calls for particular groups of 
subjects to be moved from one arm of a study to 
another. 

Walton says that while it is possible to design 
an adaptive trial that could result in changing an 
already enrolled participant’s treatment — increas-
ing or decreasing a dose, discontinuing treatment 
to one arm of a trial, etc. — most designs he sees 
use interim data to change enrollment patterns for 
future patients. 

 “The adaptations that have been focused on in 
the (FDA) guidance document are on what hap-
pens to patients who are enrolled after the point of 

interim analysis, not changes to the management 
of patients already enrolled in the study,” he says.

Computer simulations: One new tool that IRBs 
may find helpful in reviewing a proposed adaptive 
design is a computer-generated trial simulation, 
which runs through potential scenarios for adap-
tations proposed during the trial to see how they 
might play out.  The FDA draft guidance on adap-
tive designs says such simulations can help evalu-
ate various design options ahead of the trial.

“A report of the study simulations that were 
conducted will be extremely helpful to FDA in 
understanding what may occur during the study,” 
Walton says. “And I think that IRBs will find that 
also to be very valuable to look at. It’s a new kind 
of information that they are not currently familiar 
with seeing.”

He says FDA hopes that simulation reports will 
be sufficiently understandable to people who are 
not statistical experts, but IRBs still might want 
to seek outside help when evaluating some of the 
more complicated studies.

“It might be that in some of these really com-
plex ones, they’ll want somebody who has some 
specialized statistical expertise to help advise them 
on whether or not the simulations have adequately 
assessed what might happen,” Walton says. “We 
are hoping that the simulation report itself will be  
understandable to people without deep statistical 
expertise.”  n

Framework developed 
for engaging community 
Negotiate the details beforehand

With the creation of the Clinical and 
Translational Science Awards (CTSA) pro-

gram, the goal of involving the community in 
research has drawn more support and interest.

Community engagement is a key strategic goal of 
the Clinical and Translational Science Awards pro-
gram, and committees have been formed to develop 
road maps and best practices for institutions that 
want to partner with their communities to help 
increase knowledge that will promote health.

 One such effort convened stakeholders — 
researchers, ethicists, IRB members, community 
partners and others — to discuss the challenges of 
community-engaged research (CEnR) and develop 
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a framework for thinking about human subjects 
protection issues that it raises. 

Lainie Friedman Ross, MD, PhD, a professor 
of pediatrics and clinical medical ethics at the 
University of Chicago, says her work with the 
CTSA prompted her interest in developing a more 
formal means of identifying and addressing ethical 
issues in CEnR.

“We applied for (funding from the CTSA) pro-
posing that we would involve individuals in com-
munity-engaged research, the community partners 
as well as people who did different  components of 
human subjects protection,” Ross says.

Her team identified 25 stakeholders and held 
two meetings with them.

“We asked them to tell us about community-
engaged research, tell us about the obstacles, tell 
us about what you see as the human subjects pro-
tection concerns,” she says. “Having listened to 
them, we then again reviewed the entire literature 
and came up with a novel framework.”

The framework, outlined in papers published 
recently in the Journal of Empirical Research on 
Human Research Ethics, lays out structures for 
developing research/community partnerships, for 
identifying risks to both individuals and their com-
munities and for fulfilling the federally regulated 
key functions of human subjects protection in a 
community research context.1,2 

Negotiating a relationship

Ross and her colleagues note that partnerships 
between researchers and communities need to be 
negotiated in advance of the project. A memoran-
dum of understanding created from this negotia-
tion might address such issues as control of and 
access to the data collected, intellectual property 
rights, returning of research results and the author-
ity that a group such as a community advisory 
board (CAB) would have regarding data monitor-
ing or even stopping a research project over human 
subjects protection concerns. 

She says that in this process, communities may 
be better served by CABs than by creating their 
own IRBs to oversee the research.

“There was a lot of community push (in stake-
holder discussions) to form their own IRBs,” she 
says.  “I thought it made much more sense for 
the community to create advisory boards that 
had greater flexibility and weren’t held to specific 
membership, specific rules, what they can and can-
not consider, and those sorts of things.”

Whatever the structure, it’s important for the 

relationship to be bi-directional — consider-
ing each issue from the perspective of both the 
research enterprise and the community needs and 
expectations, Ross says.

“For example, just like the university has con-
flicts of interest, so do the communities,” she says. 

Determining risk

Ross says CEnR may require IRBs to adjust 
their usual ways of considering risk. She and her 
colleagues lay out three different levels at which 
community research may introduce risk:

• An individual level, with the possibility of 
physical or psychosocial risk to a subject based 
on his or her participation (example:  an adverse 
effect from a medication, or becoming upset by 
research findings that indicate a health problem);

• An individual risk based on association with a 
group, regardless of whether the person participates 
in the research (example: an individual who belongs 
to a certain ethnic group is stigmatized by research 
findings that draw conclusions about that group);

• A group risk, if a community organiza-
tion makes a decision to participate in research 
(example: conflict arises in an organization over a 
decision to participate in research or as a result of 
findings disseminated afterward).

Ross notes that IRBs are constrained by the fed-
eral regulations from considering long-term policy 
issues that may result from proposed research.

“That doesn’t prevent them from acknowledg-
ing that there are community and group risks,” she 
says. “They can consider the tension of what risks 
happen when some individuals agree to participate 
in research and some individuals don’t. 

“That’s not to say that they shouldn’t permit the 
research to go on. I just think that an appropriate 
review requires that you think about those addi-
tional risks.”

A variety of actors

While acknowledging the important role of IRBs 
in helping to ensure the protection of individuals 
and communities in research, Ross says it’s impor-
tant to realize that there are many other entities 
that can share that responsibility, from investiga-
tors themselves to CABs and research advocates.

One of her papers outlines the various ways in 
which these actors can contribute to key functions 
of human subjects protection.

 “We have to be careful of what we ask of IRBs. 
They’re already overworked, there’s already con-



July	2010	/	IRB	ADVISOR	 83

CNE/CME OBJECTIVES 

The CNE/CME objectives for IRB Advisor are to help physi-
cians and nurses be able to:
• establish clinical trial programs using accepted ethical 

principles for human subject protection;
• apply the mandated regulatory safeguards for patient 

recruitment, follow-up and reporting of  
findings for human subject research;

• comply with the necessary educational requirements 
regarding informed consent and human  
subject research. 

Physicians and nurses participate in this medical edu-
cation program by reading the issue, using the provided 
references for further research, and studying the ques-
tions at the end of the issue. 

Participants should select what they believe to be the 
correct answers, then refer to the list of correct answers 
to test their knowledge. To clarify confusion surrounding 
any questions answered incorrectly, please consult the 
source material. 

After completing this activity at the end of each 
semester, you must complete the evaluation form 
provided and return it in the reply envelope provided 
to receive a letter of credit. When your evaluation is 
received, a letter of credit will be mailed to you.  
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cern about IRB mission spread,” Ross says. “And 
to some extent, we need to think about human 
subjects protections more broadly. It’s not just 
about IRBs.”

Ross says that the current model of community 
research – one that tends to group people based on 
geographic location or race and ethnicity may give 
way to a model more focused on genomic identity.

“Hopefully, at some point, we’re going to get 
rid of using race as a surrogate marker,” she says. 
“We’re going to be able to look at genotypes and 
understand, for example, why some people digest 
drugs differently than others.

“So we’ll get rid of some of our large and inac-
curate group classifications and we’ll be able to 
group people more technically accurately for the 
purpose of health care.”

She notes that groups of people with similar 
types of genomic conditions are now organizing 
via the Internet to seek out research as a commu-
nity, which will bring its own advantages – and 
complications.

“It’s something to think about – how that kind 
of community social network will change how we 
think about doing research and IRBs and every-
thing else,” Ross says.
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AHRQ clarifies grant
application rules

The Agency for Healthcare Research and 
Quality (AHRQ) has issued a notice about 

its expectations with the completion of grants 
awarded from the funding provided by the 
American Reinvestment and Recovery Act 
(ARRA). Among the key points:

1. To reaffirm to AHRQ grantees that the pri-
mary goals of all AHRQ Recovery Act awards 
are to create U.S. jobs and accelerate the pace of 
health services research;

2. To remind project directors/principal inves-

tigators (PD/PIs) and grantee institutions that 
AHRQ fully expects Recovery Act grantees to 
expend project funds in a timely and expeditious 
manner in accordance with the expected pace of 
research;

3. To remind grantees that all Recovery Act 
expenditures remain subject to terms and con-
ditions on the Notice of Award, including the 
AHRQ-HHS Standard Terms and Conditions for 
ARRA Awards (see http://www.ahrq.gov/fund/
arraterms.htm) and all referenced regulations and 
OMB Circulars.  n
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1.  Which of the following is a question IRBs 
could ask about a protocol involving Internet 
research?
A. Is it possible to have an equitable or fair 
representation in subject pool when most 
subject selection is based on type of site?
B. How does the researcher enter the research 
space to begin recruiting?
C. What if some people in a community agree to 
consent to the study, but others do not? 
D. All of the above

2. How should IRBs handle protocols where 
participants might expect or desire to learn 
personal study results?
A. Have investigators place strong language 
in the informed consent that explains that no 
personal research results will be divulged under 
any circumstances
B. Ask investigators to return all red flag research 
results to the IRB so the IRB can determine 
whether or not those should be reported back 
to participants
C. Have a plan developed that includes a risk 
and benefits calculation, anticipation of unusual 
results, and steps to take if results are to be 
communicated to research participants
D. All of the above 

3. Adaptive design clinical trials:
A. provide greater protection to research 
subjects because they allow for moving 
participants to more successful treatment arms.
B. provide less protection to subjects because 
changes in a trial would be based on limited 
amounts of data.
C. have not yet been established as providing 
greater or lesser protections to subjects. 

4. An IRB may not consider the potential risks to 
a community of a proposed research study in its 
review.
A. True
B. False

Answers: 1. D;  2. C; 3. C; 4: B.  

CNE/CME QUESTIONS
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