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IRBs, others comment on possible
change to centralized IRB reviews
Proposed common rule raises issue

The proposed Common Rule changes that would permit a central IRB 
to review multiple site studies drew passionate responses both for 
and against the change in the early comments submitted to the U.S. 

Department of Health and Human Services (HHS). 
The changes were published in the Federal Register, on July 25, 2011, 

as part of an Advanced Notice of Proposed Rulemaking (ANPRM). The 
Office for Human Research Protections (OHRP) published comments to the 
ANPRM online at www.regulations.gov.

Those in favor of the change discussed their frustration with the require-
ment of seeking IRB approval from multiple IRBs when the overlap essen-
tially provides no additional human subjects protection and may even dimin-
ish protection and responsibility.

For instance, Warren Grill, PhD, an Addy professor of biomedical engi-
neering at Duke University in Durham, NC, writes in his comment to 
OHRP that he is in favor of the change because multiple IRB reviews reduc-
es individual responsibility.

“I think that having multiple levels of review, whether it be multiple 
IRB reviews of the same protocol or a National Institutes of Health [NIH] 
review and institutional reviews of protocols tends to diffuse responsibility,” 
Grill says. “In fact I would suggest this can actually lead to an abdication of 
responsibility with the assumption that one of these reviews be someone else 
has reviewed it, so it’s okay, and I’ll put a rubber stamp on it.”

Others who sent comments to OHRP expressed an opposite fear: “How 
long before sponsor are placing their studies with sponsor friendly IRB’s first 
to get IRB of record rubber stamps,” one commentator asks.

From a practical standpoint, having multiple IRBs review a single proto-
col introduces delays and unnecessary administrative task time, taking away 
the time physician researchers might instead spend on science and clinical 
work, Grill notes.

When IRBs come up with different decisions on the same study, the prob-
lem multiplies.
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For example, there was a protocol involving deep 
brain stimulation for treating Parkinson’s disease 
and tremors, Grill says.

“One IRB wanted separate consent forms for 
Parkinson’s and tremors, and another wanted one 
harmonized consent form,” he says. “This was not 
going to impact risk or the well-being of the partici-
pants, but it was an additional administrative burden 

of having three consent forms for one study.”
If HHS moves forward with the proposed change 

to permit a central IRB to handle multisite study 
review, then safeguards need to be put in place, says 
Joann Margaret Glacken, MA, regulatory coordina-
tor at the Feinberg School of Medicine’s compre-
hensive transplant center, Northwestern University, 
Chicago, IL.

“They have to have a hard and fast mechanism in 
place to ensure that they’re not allowing a principal 
investigator to go around the institution, working 
directly with this central IRB, and not engaging the 
local IRB or their institution,” Glacken says. “To 
me, that would pose a problem because of liability 
issues.”

However the Common Rule is revised, the lan-
guage should not exclude the required oversight of 
the actual entity where the principal investigator is 
employed, adds Glacken, who previously worked as 
the IRB administrator at the University of Illinois in 
Rockford, IL.

“I don’t see why it’s being tweaked,” Glacken 
says. “Institutions have an option where they can 
draft a memorandum of understanding to allow 
them to opt out of the review process, saying they 
like this central IRB and trust them to speak in 
essence for their institution.”

Researchers and IRB officials who commented 
in favor of the change to a central IRB model cited 
their frustration with how time-consuming it can be 
to obtain IRB approval for multisite studies. One 
physician commented that in her experience an IRB 
will spend a lot of unnecessary time trying to under-
stand a low-risk, multisite study situation, sometimes 
even waiving IRB approval in the end.

“I think the IRB approval at the primary institu-
tion provides perfectly adequate protection for the 
subjects involved in these studies that are largely 
extremely low risk,” writes Ellen Link, MD, a clini-
cal professor at the University of Iowa in Iowa City, 
IA.

Others expressed concern about the lack of local 
sensitivities if multisite studies were handled solely 
by a central IRB.

“Central IRBs may not know the special popula-
tions at the local site and if an event were to happen, 
the institution that has been taken out of the review 
process still has a responsibility for the conduct of 
the PI at the local site,” Glacken writes in her com-
ments to OHRP.

“If you filed an application with the central IRB 
and then something happens on the local level, how 
is an institution supposed to know about it? At what 
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point is the local IRB of the institution going to have 
their voice?” Glacken says. “Are they losing their 
voice to speak for their own subject population and 
to protect their own population? That’s my con-
cern.”

A concrete example of this local voice would be 
an IRB review of a study that requires birth control. 
If the study is conducted at a Catholic-based hos-
pital, a central IRB’s approval might overlook this 
particular institution and population’s concerns, one 
commentator says to OHRP.

For the bulk of biomedical research conducted at 
research institutions, a central IRB’s approval would 
provide adequate human subjects protection, some 
comments to OHRP noted.

“I am very much in favor of one IRB being 
responsible for the conduct of a single study being 
carried out at multiple sites. The oncology coop-
erative group studies are a perfect example where 
this process would work,” writes John J Leighton 
Jr., MD, of Albert Einstein Medical Center in 
Philadelphia, PA.

“The science is high level, the risks are similar 
regardless of the site, and it would lessen the bur-
dens of the researchers and the local IRBs will still 
providing a high level of protection to subjects,” 
Leighton comments to OHRP.

The multisite, multiple IRB process is cumber-
some, Glacken notes.

“But there has to be a meeting somewhere half-
way,” she adds. “There are issues on each campus, 
and every institution has a responsibility to ensure 
that the research protocols are being conducted on 
their campus within local standards and with some 
sort of mechanism of control that is warranted.”

Many research institutions have IRB policies that 
are more stringent than the federal requirements, so 
they do this to prevent liability to their institutions, 
she says.

“If you have a central IRB speak for us, then I’m 
worried about what the repercussions would be to 
human subjects,” Glacken says.

Researchers, like research institutions, want to do 
the right thing, and they’ll continue to look out for 
the interests of their research subjects even under a 
central IRB review process, Grill says.

“The vast majority of investigators who are par-
ticipating in the conduct of that study have a genu-
ine interest and concern for the well-being of the 
participants, and they may be attuned to the local 
interest of participants,” Grill says.

“We should take one step back and think globally 
about what we’re trying to accomplish,” he adds.

“We have a lot of talk about translational 
research, moving things from bench to bedside, get-
ting things out of the laboratory and into clinical 
use,” Grill says. “I think there is little attention paid 
to the barriers to doing this and how changes can be 
made to IRB procedures and practices to streamline 
them without changing the ability of a potential 
participant to make an informed decision about 
whether or not to participate.”  n

Researcher promotes IRB 
efficiency rating system
Risks include blocked research

While no one disputes the need for IRB reviews 
and their importance in reversing decades-

old trends of human subjects abuses, some say 
IRBs often ignore the risks of delaying or rejecting 
research by overstating the risks to human subjects. 
This overprotectiveness can prevent important pub-
lic knowledge from emerging and can lead to costly 
delays and research inefficiencies.

The Advanced Notice of Proposed Rulemaking 
(ANPRM) proposed changes to the Common Rule, 
published in the Federal Register, on July 25, 2011, 
address these issues with some suggestions that 
would make research reviews more efficient and 
less burdensome.

One researcher notes in comments on the 
ANPRM that IRB boards fail to protect researchers 
and the public when they are allowed to delay and 
stifle research without accountability.

The solution would be to create an efficiency 
rating system for IRBs, says Zach Warren, MPP, 
MDiv, a PhD-candidate at Georgetown University 
in Washington, DC.

Warren surveyed investigators who had studies 
reviewed by the Georgetown IRB, and found that 
23% of respondents reported that the IRB process 
resulted in delayed research; 14% cited excessive 
bureaucracy in the IRB review process; 6% said 
the IRB was overprotective, another 6% reported 
changing their study design or topic to avoid an 
IRB review. About 38% of respondents reported a 
positive experience with the IRB.

“It’s a small sample size,” Warren acknowledges. 
“If it was replicated, I would advise doing it at 
multiple institutions, but I think the results prob-
ably would be about the same — the problem with 
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IRBs is a systemic problem that results from rules 
and oversight.”

It can be boiled down to a fear of risk that 
results in excessive bureaucracy and IRBs reviewing 
studies that probably should be exempt from IRB 
review, he says.

“It’s gotten to the point where a lot of IRB 
guidelines have become ridiculous,” Warren says. 
“If you ask people on the IRB, ‘Do you think this is 
absolutely necessary?’ in private they’ll say, ‘No.’”

But they continue to make the unnecessary 
requirements of investigators.

Warren offers an example of his own research 
involving a benign topic and confidential question-
naire in which the people being surveyed would 
never be identified by name at any point in the 
research process. His study was designed to ask 
them about creativity and their critical thinking 
processes and place these results in the context of a 
region’s violence and extremism. His first popula-
tion of subjects was located in Afghanistan.

“The goal was to understand how the Afghan 
and Western perceptions of creativity differ,” 
Warren says. “I wanted to study the relationship of 
creativity to violence and responses to frustration.”

Warren intended to administer the survey with 
anonymity and confidentiality. No one analyzing 
data would ever have access to the subjects’ identi-
ties.

“The IRB required that I obtain informed con-
sent from all of the people I interviewed, using the 
IRB’s standard informed consent form,” Warren 
says.

Several logistical problems emerged: language 
differences and cultural differences. Warren had 
translators who were from the culture of his subject 
population, and they could bridge the language dif-
ficulties, but many of his subjects also were illiter-
ate and unaccustomed to signing long legal forms 
unless these were for very rare and important life-
time events, such as marriage and buying a house.

Plus, the surveyors had promised the subjects 
total anonymity, a promise that was contradicted 
by the requirement of their signature on this 
strange form that clearly was produced by a for-
eigner and foreign institution, which added to their 
underlying paranoia about the American military 
presence in their country.

“I’ve had dozens of Afghans tell me, ‘We don’t 
sign papers to give consent; that’s not how it works 
here,’” Warren says.

In addition, the IRB required that he have the 
study reviewed by a second IRB in Afghanistan 

even though it was approved for an expedited 
review process by the U.S. IRB. Warren approached 
the newly-formed biomedical study review board in 
Afghanistan, only to be told that he would need to 
pay the IRB official a personal fee in order to have 
his study heard by the board. Warren felt this bribe 
payment would be unethical, and he declined to 
pay the fee. The ethics review officer then refused 
to return his calls or review the protocol. The U.S. 
IRB did not exempt him from this second review, 
but suggested he at least have someone associated 
with the Afghanistan board sign something that 
stated the study would meet local and cultural stan-
dards.

Warren’s research continued, but the expe-
dited IRB review process took five months, nearly 
delaying the project to the point where Warren’s 
Afghanistan visa would expire.

This type of issue highlights how IRBs can add 
unnecessary risk to a study that poses minimal to 
no risk. Requiring additional layers of bureaucratic 
documentation can become a risk in itself to both 
the subjects and to the research, which could be 
pointlessly delayed or cancelled as a result.

“I wish IRBs would take into consideration a 
broader array of risks, and one of these is efficien-
cy,” Warren says.

The solution would be a rating system that has 
federal regulators or others assessing each IRB for 
their efficiency and quality performance, Warren 
says.

“An auditor could contact researchers and assess 
their experiences with the IRB anonymously,” he 
says. “They could ask about the overall experience 
with the IRB, whether there have been delays that 
the researcher felt were unreasonable.”

The IRBs could be rated on a scale of one to 
five, with one being the most inefficient and lowest 
quality performance. Then these collective ratings 
could be published on the HHS website, Warren 
suggests.

“IRBs require full transparency of researchers, so 
why can’t researchers require full transparency of 
the IRB?” he says. “It’s better if this ratings system 
is standardized; it’s better if it’s transparent, and it’s 
best of all if it came with some possible penalty or 
a violation for inefficiency.”

One possible penalty is a revocation of the 
research institution’s Federalwide Assurance 
(FWA), he adds.

“That’s a much stronger statement and probably 
more likely to affect change than if the ratings are 
done as internal quality measure,” Warren says.  n
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Review board model aids 
IRB’s research protection
Researchers meet with community experts

Local context and the targeted populations’ par-
ticular issues are important when research institu-

tions strive to improve their human research subjects 
protection. IRBs and their mandate to include com-
munity members help meet this challenge. Now there 
is a new model that supplements the IRB’s work by 
enhancing community involvement through the use of 
a community review board (CRB).

The CRB doesn’t review protocols or have the 
authority to direct changes. But it can better inform 
investigators about problems and communication 
issues with a particular population.

“What we have learned is that the community 
review board can have a significant impact on how 
researchers perceive their own work and on how 
they’ll approach the community in the future,” says 
Yvonne Joosten, MPH, assistant professor of medical 
education and administration at Vanderbilt University 
of Nashville, TN. Joosten also is the program man-
ager of Meharry Vanderbilt Community Engaged 
Research Care.

Vanderbilt first formed a community review board 
about 1.5 years ago as part the Vanderbilt Institute 
for Clinical and Translational Research (VICTR).

One of the original goals of forming a CRB was to 
provide researchers with community input during the 
planning and designing stage of their research proj-
ects, Joosten says.

So far, the CRB hasn’t evolved along that path-
way, but it has proven very helpful to researchers 
who have met with the board, she adds.

The boards have provided immediate feedback 
about projects to researchers and have helped to build 
relationships with community experts. They also have 
achieved some community stakeholder buy-in, all of 
which were among the original CRB goals.

Investigators sometimes ask to meet with a CRB 
because they feel it might help them improve their 
study recruitment. While this is not the mission of the 
CRB, sometimes there are CRB members who later 
decide they would like to become research partici-
pants, Joosten notes.

“We never ask them to do that, but if they offer, 
we say, ‘That’s entirely up to you, but it’s not what 
the forum is about,’” she adds.

Researchers who provided feedback in a focus 
group reported that the experience of meeting with 

the CRB taught them more about stigma and barri-
ers to research and that they would engage the board 
much earlier in their research process in the future, 
Joosten says.

Here’s how the community review board process 
works:

• Build CRB infrastructure: The Vanderbilt CRB 
has a community navigator who helps researchers 
identify the community experts for their studies.

“Our community navigator has worked in the 
community for 15 years and brings with her all of 
those relationships and the social capital,” Joosten 
says.

There also are facilitators who help organize the 
educational meetings with investigators and the CRB 
meeting that follows the training.

From six to 10 CRB members are recruited sepa-
rately for each study, and they include people who 
are similar demographically and/or medically to the 
people who will be recruited for the study. They are 
paid a nominal fee, such as $50, for their time, and 
they are prepared for the CRB meeting with a brief 
phone call from the community navigator, Joosten 
says.

“We tailor the community review board to the 
study, looking at who they are trying to recruit for 
the study,” Joosten says.

Once someone is recruited to a CRB, the name is 
kept in a bank that might be used later when another 
study requires CRB members.

• Prepare researchers: “The initial meeting with the 
researcher is to sit down and find out what they’re 
looking for, what they want, and to help them phrase 
this in three or four very specific questions,” Joosten 
explains. 

The initial meetings last about an hour and help 
the researcher prepare for his meeting with the CRB.

“We coach researchers ahead of time and look at 
their presentations to make sure they are not filled 
with jargon and data heavy,” Joosten says. “We say, 
‘Your role is to listen here; it’s the community mem-
bers who are the experts.’”

Many investigators will prepare PowerPoint pre-
sentations to show the CRB, and facilitators can help 
them improve these for their audience. For instance, 
investigators often use slides that are filled with data 
and words that would be above the health literacy 
levels of their audiences.

“In an academic environment, that’s how you 
communicate, but if you work with community mem-
bers and put that in front of them it’s overwhelming,” 
Joosten says. “We work with researchers to pare it 
down and put in clear language and make sure any 



102 IRB ADVISOR / October 2011

figures or graphs are simple and easy to understand.”
• Meet with CRB: These sessions typically last 

1.5 to 2 hours. Occasionally, the community review 
board members become very enthusiastic and 
engaged with the session and it could last longer.

For instance, one researcher met with the CRB 
to discuss his study involving a biomarker for early 
screening of lung cancer, Joosten recalls.

“We recruited older folks who were smokers for 
the CRB, and they had a lot of questions about lung 
cancer,” she says. “He was very generous with his 
time, and he spoke very clearly and directly with the 
board.”

The investigator even did some roleplaying with 
a member of the CRB, showing the board how 
informed consent would be conducted, she adds.

“The whole group was involved in the role-play-
ing, and it helped him improve his consent process,” 
she says.

• Assess impact: There is no formal follow-up to 
the process, but everyone involved fills out an evalua-
tion form, and the researcher receives recorded notes 
from the meeting, including all recommendations and 
comments made by members of the board, Joosten 
says.

“Typically, we will follow-up with community 
experts to let them know what the outcome was, 
what happened with their recommendations,” 
Joosten says. “We do that in an email or in writing.”

• CRB potential: “When we started the com-
munity review boards, we thought we would have 
researchers engage community members early in their 
process, maybe during the design of the research proj-
ect,” Joosten says. “We hope eventually to get there, 
but we learned we need to reach researchers where 
they are.”

“This exposure has helped them realize the value 
of getting community input,” she adds. “So the most 
important take-away message is to start building 
these bridges and benefit from the trust on both sides 
to communicate and strengthen the research to make 
it more relevant.”  n

subjects research, and therefore has not required 
informed consent from the patients from whom they 
were taken. 

Now the U.S. Department of Health and Human 
Services (HHS) proposes to change that rule — a 
revision that could potentially affect the operations of 
some institutions’ biobanks.

In its advance notice of proposed rulemaking 
(ANPRM) released in July, the department proposes 
requiring written consent for any research use of 
biospecimens collected for clinical purposes, as well 
as strengthened data protections to minimize the risk 
of re-identification. In its discussion of the proposed 
change, HHS notes that advances in technology put 
even deidentified samples at risk of being used in 
ways that could allow re-identification.

They also point to surveys that show people want 
to be able to decide whether their samples are used 
for research.

Jeffrey R. Botkin, MD, MPH, associate vice presi-
dent for research integrity at the University of Utah 
in Salt Lake City, says public opinion in this area is 
clear.

“What we’ve found, what others have found, is 
that the majority of people are willing to have their 
samples used, they’re willing to have their children’s 
samples used,” Botkin says. “But they want some 
element of choice in there.  These proposed changes 
try to honor those desires and so are quite good and 
appropriate in terms of what we understand the pub-
lic’s request to be in this regard.”

The changes as proposed would apply only to 
specimens collected after the effective date of the 
final rule. However biobanks that currently take in 
leftover deidentified samples from clinical procedures 
may be required to change the way they do business 
going forward.

Effects on “opt-out”

The degree of those changes would depend on 
the operations of an individual biobank. Vanderbilt 
University in Nashville, TN, for example, collects 
leftover blood samples from clinical use for its BioVU 
bank. But Todd Rice, MD, medical director of the 
Vanderbilt Human Research Protection Program, 
notes that everyone who receives care at Vanderbilt 
signs a form stating that they understand specimens 
taken from them may be used for research. People 
who do not want this research use of their specimens 
may check a box to opt out of the program. 

“The (ANPRM) says that you can do a quick, 
short-form consent, and our BioVU patients actually 

Changes to Common Rule 
could affect biobanks
ANPRM would require consent for research use 
of leftover clinical specimen, even if deidentified

For years, federal regulations have deemed the 
research use of deidentified blood and tissue sam-

ples collected in clinical procedures to be non-human 
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do that,” Rice says. “We think in the overall scheme 
of things, it’s not going to affect us that much, 
although we may have to tweak that form some.”

However, he says, the hospital has long collected 
and archived tissue samples that have been used in 
research. 

“In some of those cases, there’s no consent for the 
use of those — they didn’t sign the BioVU form,” 
Rice says. Depending on whether the existing samples 
are grandfathered in, their use in research may be 
curtailed.

The new regulations would affect another poten-
tial source of biobank samples — leftover blood 
samples from the required state screening that babies 
receive at birth. They are considered a potentially 
valuable research resource, since the samples come 
from all babies born in a state. However, their use 
without parental permission has been controversial, 
prompting lawsuits in two states.

At least one state — Michigan — has created a 
program to seek parents’ consent for the use of left-
over newborn blood spots. But Botkin says many 
other states still were considering how to handle this 
tricky issue.

“The proposed changes would provide a more 
substantive set of guidelines about what would be 
consistent with the regulations,” Botkin says. “On 
the other hand, this may mean that folks will sit back 
to a certain extent and wait to see what happens at 
the federal level before they change their policy.”

He says that while the change requiring explicit 
consent for research use of biospecimens is a good 
one, the proposal would require only a brief consent 
form generally agreeing to permit future research. In 
the questions section of the ANPRM there is some 
discussion of giving those who donate samples an 
opportunity to check off potential research uses that 
they don’t want their sample used for.

“What they’ve proposed is a very brief consent 
process that’s open-ended in nature,” Botkin says. 
“And therefore it’s at substantial risk, in my opinion, 
of becoming a perfunctory process. It’s just another 
form to sign when you come into the hospital or 
clinic. You’ve officially gotten their written consent, 
but you’ve not really had any sort of meaningful edu-
cation or engagement about the issues.”

He’s currently working on a program to educate 
parents about the research use of newborn blood 
spots, which could be delivered during prenatal vis-
its. Botkin says this new requirement for consent 
should prompt institutions to beef up their education 
to patients about the benefits and risks of biobank 
research.

“We’ve found that people in the general public 
oftentimes have a very limited understanding of what 
research is all about,” Botkin says. “They have a 
difficult time conceptualizing what the benefits and 
risks are of research.”

A ‘bond of trust’

That education process has been under way 
for nearly a decade at the Marshfield Clinic in 
Marshfield, WI, which operates an active consent 
biobank called the Personalized Medicine Research 
Project (PMRP). 

Marshfield uses a community advisory board, 
focus groups, newsletters and other strategies to 
educate the community about the importance of the 
biobank and how samples would be used. 

Jonathan C. Reeser, MD, chairman of 
Marshfield’s IRB, says the institution’s efforts helped 
establish a bond of trust between the clinic and the 
community.

“It seems to me that without that, we would not 
have been as successful as we were,” he says. “Right 
now, our biobank is beyond 20,000 enrollees or 
samples, and to obtain that in a community of our 
size is pretty remarkable.”

He says that he doesn’t foresee any major changes 
in the PMRP’s operation as a result of the proposed 
revisions to the Common Rule. 

Botkin says two issues that weren’t addressed in 
detail in the ANPRM have some potential impact 
on biobanks. One is the notion of group harm — 
whether review of a research project should consider 
the risks to a group from which samples are taken.

The other is return of research results to par-
ticipants. Botkin notes that the revised regulations 
would not allow a study to be exempt from review if 
the researcher plans to return results to participants. 
What this doesn’t address, he says, is the possibility 
that serious results could come up in the course of a 
study prompting a decision to seek out the partici-
pant.

“For example, if in the conduct of your research, 
you come across a chromosomal rearrangement or 
a BRCA1 mutation (indicating an increased risk of 
cancer), is it appropriate simply to say, ‘We told peo-
ple we weren’t returning results, so we’re not going 
to return those results’?” Botkin says.

“Some have argued, once you get that level of 
information, then you ought to feel an ethical obliga-
tion to get back to those people irrespective of what 
the original consent said. I think that’s an interesting 
and important debate that still has to go on here.”  n
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Adding kids to the mix
Inclusion of pediatric samples in biobank 
prompts ethical questions

When Vanderbilt University’s BioVU biobank 
considered whether to add pediatric biospeci-

mens to the adult samples already being gathered, 
officials faced a range of ethical questions.

Kyle Brothers, MD, a pediatrician and adjunct 
professor of law at Vanderbilt in Nashville, TN, says 
they examined those questions in the framework of 
BioVU’s opt-out procedure, in which all patients who 
arrive at the hospital or its related clinics sign a form 
stating that they know their leftover biospecimens 
could be used for research. Those who do not wish 
such use check a box to opt out of the program.

Brothers says biobank officials wanted to know 
how parents felt about the idea of collecting these 
types of samples from their children during pediatric 
visits. At that point, officials weren’t sure whether to 
extend the same opt-out procedure to the pediatric 
samples or to require a more stringent consent pro-
cess.

“I originally became involved because I’m a pedia-
trician and an ethicist,” he says. “I went into clinics 
and while parents were waiting to talk to their chil-
dren’s doctor, I took advantage of that time to tell 
them about BioVU, to show them the opt-out forms 
and get their opinion about the whole thing.”

Parental support

Brothers says he met with more than 60 parents 
in a variety of settings, and found overwhelming sup-
port for the idea. 

“Parents recognized that research in children was 
important, and they really liked that this was a way 
to do that research without having to give children 
an extra needle stick,” he says.

Although Brothers intentionally avoided settings 
where children were extremely sick, he did visit clin-
ics to talk to parents whose children had chronic 
illnesses. He says those parents were particularly sup-
portive of the opt-out plan. 

 Based on these results, the decision was made to 
keep the opt-out process essentially the same for chil-
dren, he says.

The process is set up to make opting out easy, 
regardless of whether the decision is made by the 
parent, by the child if he or she is able, or even by 
another caregiver who brings the child in for a doc-

tor’s visit.
“We don’t require for this that you have to have 

legal authority to consent (in order to opt out) — it’s 
the opposite,” he says. “You’re opting out and we 
don’t want any unnecessary barriers to opting out.

“So if Grandma brings the kids to the clinic and 
reads that and says, ‘I don’t want my baby to be 
involved in that,’ she can check that box. We won’t 
go back to her and say, “I’m sorry you’re not the 
parent, you can’t legally do that.’“

Likewise, he says, a teenager can read the form, 
check the box and samples will not be taken. 

Re-id risk

Brothers says one key ethical element to consider 
in biobanking is the risk of re-identification of par-
ticipants, even those whose data has been stripped of 
the common HIPAA identifiers.

As an example, he points to a county near 
Nashville, which has high-income residents and is 
much more homogenous than the city itself.

“So a person of a certain ethnic group, of a certain 
age, of a certain gender in that county could be iden-
tifiable to one person,” Brothers says.

Vanderbilt has addressed this issue through an 
innovative approach. For any proposal to share 
BioVU’s information outside the hospital — for 
example, to the Database of Genotypes and 
Phenotypes (dbGaP) — the biobank uses an infor-
matics tool that closely examines the data being 
shared.

In effect, Brothers says, it attempts a sort of re-
identification of those records, by comparing the data 
to other publicly available databases. If this compari-
son turns up records at high risk for re-identification, 
those records have more data removed.

“What the software does is it gives us the oppor-
tunity to reduce the amount of information in that 
particular record, so that it becomes less identifi-
able,” Brothers says. The process is not necessary for 
research conducted in-house, he says, because all of 
Vanderbilt’s researchers have signed data use agree-
ments that forbid them from attempting to re-identify 
participants.

Brothers serves on a committee, separate from the 
IRB, which reviews all proposals for use of the biore-
pository. That committee assesses the scientific value 
of the research and operational questions, as well as 
the risk of re-identifiability in the study’s design.

“I have not talked to a lot of people who report 
that they are the ethics reviewer for a bioreposi-
tory,” Brothers says of his role. “I think that gener-
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ally there’s a compliance question that the IRB helps 
answer. But these are relatively unique questions 
about the re-identification risk.”

REFERENCE

Brothers, KB. Biobanking in pediatrics: The human nonsub-
jects approach. Per Med. 2011 Jan;8(1):79.  n

Automation sorts out AEs 
that need no reporting

California IRB uses electronic IRB system to help 
coordinators determine when reports are unnec-

essary
IRBs wrestling with mounting numbers of adverse 

event (AE) reports have been encouraged to get 
a handle on which items need to be reported and 
which don’t. But often, that choice isn’t only up to 
the IRBs — study coordinators will submit items 
even when they’re told they don’t have to.

That’s the problem faced by research compli-
ance officials at Cedars-Sinai Medical Center in Los 
Angeles, CA, a few years ago. 

“The number of adverse event reports we were 
getting just continued to increase exponentially, to 
a point where, if it continued on that track, would 
really be unmanageable,” says Keren Dunn, CIP, 
manager of post-approval monitoring and quality 
improvement. “Even the way it was going, it was 
draining a lot of resources.”

Many of the reports were for offsite events in mul-
tisite trials, and didn’t meet the definition of unan-
ticipated problems involving risks to subjects or oth-
ers — those that require reporting under the federal 
regulations, say Dunn and Eifaang Li, DVM, MPH, 
CIP, Cedars-Sinai’s director of research compliance 
and quality improvement.

But Li and Dunn say attempts to convince study 
coordinators not to submit the unnecessary external 
AEs went nowhere. Coordinators told them that 
their clinical research organizations (CROs) required 
the reports.

“CROs want to make sure that everything is 
documented,” Li says. “We’d try to advise our study 
coordinators that a particular external AE really 
didn’t need to be submitted and they would immedi-
ately push back, saying, ‘Our CRO requires us to do 
that.’”

In checking with other institutions, Dunn and Li 
say they learned that some IRBs simply reject the 
unnecessary AEs and return them to the investigators. 

“And apparently that has worked for some insti-
tutions,” Dunn says. “But we wanted to approach 
it from a way that would make things easier on 
research coordinators and allow them to meet the 
pressures and requirements of their sponsors while 
still reducing the burden on (the institution).”

So they employed technology, adding an external 
AE reporting process to the institution’s existing 
electronic IRB system. The person submitting the AE 
answers a series of questions intended to determine 
whether it needs to be reported to the IRB. 

Reports that don’t meet the requirements of the 
federal regulations are stored in the system but aren’t 
reviewed. The submitter gets a document from the 
institution saying that the event was determined to be 
not reportable — and so he or she has proof to show 
the CRO that the AE was submitted.

Less burden

Li and Dunn say the new process has lessened the 
burden on both study coordinators, on the IRB chair-
people who reviewed the events and on the adverse 
event analyst. 

“Because of this automatic triaging system, now 
our AE analyst is handling reports that are more 
meaningful — the reports that really require some 
kind of assessment,” Li says. “In the past, most of 
the time they were pushing paper.”

The improved process has also led to shorter 
review times, both women say.

The electronic form asks the investigator pertinent 
questions about an external adverse event:  Was the 
AE unanticipated? Does it suggest a greater risk of 
harm to subjects or others? Is there a reasonable rela-
tionship between the AE and the study?

“We built those very basic questions into our deci-
sion tree,” Li says. “And we certainly provide a lot 
of help text to help people make the best decisions 
when they answer those questions.”

Those external AEs that meet the criteria for a 
possible unanticipated problem involving risks to 
subjects or others are reviewed by the analyst and 
then by an IRB member.

For external AEs that are not reportable, Dunn 
says a letter is generated that makes it clear that it 
wasn’t reviewed by the IRB and won’t necessarily be 
considered as part of the IRB’s continuing review of 
the study.

“We say that it was determined automatically by 
the system to be not reportable according to our poli-
cies and regulations,” she says. 

Dunn says the records from these non-reportable 
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AEs are maintained in the system. The institution 
has audited the records to ensure that the electronic 
reporting system is working properly, but does not 
routinely examine them.

Fewer reports seen

Ironically, Dunn and Li say, giving coordinators 
an outlet to submit these external AEs may be lead-
ing them to submit fewer of them. In 2008 and 2009, 
the office averaged about 1,700 AE reports (with 
some reports representing more than one event). In 
2010, after the system was put in place, that number 
dropped to about 1,000 AEs.

“What we are finding from research coordinators 
is that once they have done this a few times, they may 
feel more comfortable that they know how the deci-
sion is made and what questions they need to look 
at,” Dunn says. “So they’re more comfortable not 
reporting them.” 

The office has used automation to handle other 
similar tasks, such as recording changes in study staff, 
Dunn says.

“If they’re adding a staff person and taking one 
off, and they’re someone who is not obtaining con-
sent from subjects and is not an actual investigator, 
they can make that change now and get an automatic 
acknowledgement of that change without going 
through review,” she says. “Whereas, it used to 
require an amendment to be submitted by the PI, to 
be reviewed by an analyst and by an IRB member, 
it’s now an automated process to do that.”

Li says there’s been some consideration of using 
the automated AE reporting process for internal AEs, 
“but we’re not there yet.”

Dunn says a key to the success of this approach 
was talking to those who would be affected by the 
change before deciding on a course of action.

“We always look to our researchers and research 
coordinators to learn how they do their jobs and see 
how we can help or at least not make things harder 
for them,” she says. “I think getting feedback from 
the research community is important.”  n

lump various types of research venues together — 
applying the same rules to social media networks 
such as Facebook that they use for Internet chat 
rooms and blogs. 

But that would be a mistake, says Linda 
Eastham, MSN, RN, FNP, a nursing instructor 
at the University of Virginia in Charlottesville. 
Eastham recently published a paper in the jour-
nal Research in Nursing and Health about ethical 
decisions in conducting research on the content of 
blogs. She says the accessibility of information and 
privacy expectations are very different depending 
upon the venue. 

When Eastham, who is a doctoral candidate at 
Virginia Commonwealth University, decided to 
study the content of blogs that chronicle people’s 
health care experiences, she encountered difficulties 
in writing her proposal to her IRB.

“I assumed that I would simply turn to the lit-
erature and that the literature would answer my 
questions,” she says. “But I couldn’t actually find 
an answer to my question, which was specifically 
about blogs. The literature addressed social net-
work sites or Internet research in general — it was 
very global, but not specific.”

So Eastham delved further into the topic, and 
found it to be far more nuanced than she had 
thought. Despite the public nature of many blogs 
— a named or anonymous writer posting continual 
updates for others to read — there are actually 
degrees of difference that can signal a blogger’s 
intent to be more or less private.

Those degrees of difference, Eastham argues, 
should help a researcher form a similarly nuanced 
approach to the question of whether it’s ethical to 
quote from blogs as a sole source of data.

“Initially, I think many people jump to the con-
clusion that if you put it on the Internet, of course 
it’s public,” she says. “But being on the Internet 
doesn’t necessarily make it public. People’s intent, I 
think, is what’s missing from that perspective.”

Identification risk

If a researcher is simply pulling information and 
quotes from blogs, but not surveying or interacting 
with the bloggers personally, the major ethical con-
sideration for researchers and for IRBs is whether 
the information used contains identifiable private 
information. Even if the blogger is anonymous, 
Eastham points out, quoting a blog can indirectly 
identify someone. If the blogger uses his or her 
pseudonym used elsewhere on the Internet, it can 

Blog research: fine line
between public/private
Researchers, IRBs should calibrate protections 
based on bloggers’ privacy intent

As researchers and IRBs navigate the brave new 
world of Internet research, it’s tempting to 
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COMING IN FUTURE MONTHS

CNE/CME OBJECTIVES & INSTRUCTIONS
The CNE/CME objectives for IRB Advisor are to help 

physicians 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 continuing edu-
cation program and earn credit for this activity by following 
these instructions.
1. Read and study the activity, using the provided references 
for further research.
2. Log on to www.cmecity.com to take a post-test; tests can 
be taken after each issue or collectively at the end of the 
semester. First-time users will have to register on the site 
using the 8-digit subscriber number printed on their mailing 
label, invoice or renewal notice. 
3. Pass the online tests with a score of 100%; you will be 
allowed to answer the questions as many times as needed 
to achieve a score of 100%. 
4. After successfully completing the last test of the semester, 
your browser will be automatically directed to the activity 
evaluation form, which you will submit online. 
5. Once the completed evaluation is received, a credit letter 
will be e-mailed to you instantly.   n 

lead someone to information that can help identify 
the blogger.

When determining whether to use something 
from a blog, Eastham considers a number of the 
blog’s characteristics: 

— Is the blog private? When setting up a blog, 
an author can choose to have only certain people 
see it, and may require a password to view it. A 
researcher may hear about this blog from someone 
who has access to it or may find a link to it else-
where. 

— Has the blog been indexed for search? While 
a blog may not be strictly private or password-
protected, the author may choose not to make 
it searchable by Google or other search engines. 
Again, while a researcher may not find this blog 
on a routine search, it may be linked to from other 
similar blogs.

“The researcher might be looking at Topic A 
and find six blogs,” Eastham says. “And one blog 
author may follow Blogs X, Y and Z. By a snow-
ball effect, you might find other blogs that theoreti-
cally wouldn’t come up on a search engine.”

— Does the blog turn up only in cache form? 
This would indicate that someone started a blog, 
decided to discontinue it and deleted it. 

— Does the author allow readers to subscribe to 
a RSS feed, which delivers new posts to them?

— Does the author allow reader comments? 
Does he or she answer them and interact with read-
ers?

Honoring privacy intent

Eastham says answers to these questions can form 
a picture of the degree of privacy that the blog’s 
author intends. The more private the blog appears to 
be, the more care should be used in quoting material 
from that blog, she says.

“I think it’s an issue of considering the intent of 
the blog author and doing our utmost as a researcher 
to honor that intent,” she says.

Researchers could respond to higher levels of 
privacy on a blog by excluding content from it, by 
obtaining informed consent from the blogger or by 
masking certain details to minimize the risk of identi-
fication.

Eastham says that a conversation between the IRB 
and the researcher can help clarify how to calibrate 
privacy protections for blog material.

In her own case, when she first approached an IRB 
to talk about researching blogs, “The response was, 
‘Oh, you’re going to have to get everybody’s permis-

sion,’” Eastham says.
She eventually went back to the IRB with a plan 

that excluded blogs that existed only in cache and 
any password-protected blogs. She specifically sought 
out blogs that allowed reader responses. That new 
plan, she says, met with the IRB’s approval.

“I think it would be healthy for there to be dia-
logue, to have the researcher and the IRB be clear 
about what the researcher wants to do,” Eastham 
says. “Are these blogs going to be indexed for 
search? How are you going to locate these blogs? 
And let the researcher explain.”

REFERENCE
Eastham LA. Research using blogs for data: Public documents or 
private musing? Res Nurs Health 2011 Aug;34(4):353-61.  n

n Unchecking the box: 
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1. In comments made to the U.S. Department of 
Health and Human Services about the pro-
posed Common Rule changes to permit a cen-
tral IRB to review multiple site studies, which 
of the following was a major argument in favor 
of the change?
A. This would improve IRB review efficiency 
and reduce timely delays
B. This would improve IRB review quality by 
placing responsibility on one IRB that could 
review carefully rather than assuming that the 
study must be okay if other IRBs have already 
approved it
C. This would lessen the burden on investiga-
tors and local IRBs while not diminishing hu-
man subjects protection
D. All of the above

2. In comments made to the U.S. Department of 
Health and Human Services about the pro-
posed Common Rule changes to permit a cen-
tral IRB to review multiple site studies, which 
of the following was a major argument against 
the change?
A. This would lead to sponsors selecting a 
central IRB based on its ability to rubber-stamp 
the review approval
B. This would take away from the local IRBs’ 
ability to see if a particular study meets its lo-
cal community’s cultural and ethical standards
C. Both A and B
D. None of the above

3. A proposed revision of the Common Rule 
would require explicit consent for any research 
use of biospecimens collected in clinical care. 
A. True
B. False

4. For Vanderbilt University’s BioVU biobank, who 
is permitted to make the “opt-out” decision for 
a pediatric sample?
A. The parent or legal guardian
B. The child, if capable of making the decision
C. A caregiver accompanying the child who is 
not a legal guardian 
D. All of the above


