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“OHRP DOESN’T 
HAVE AN OPINION 

ON THIS, BUT 
I’M EXTREMELY 

SKEPTICAL OF THE 
VIEW THAT THIS 

WILL SIGNIFICANTLY 
DECREASE THE 

NUMBER OF IRBS IN 
EXISTENCE.”

NPRM suggests changes that 
could shake IRB foundation
Will local board model still work?

By Melinda Young, Editor

The long-awaited Notice of 
Proposed Rulemaking (NPRM) 
proposes eight significant changes 

to the Common Rule, including 
changes that impact informed consent, 
research involving biospecimens, 
exempt research, and 
continuing reviews.

The changes could 
result in fewer local 
IRBs, shift exempt 
determinations from 
IRBs to researchers, 
and create 
unnecessary new 
rules for biospecimen 
research, according to 
several IRB directors.

“I think the 
local IRB has seen 
its day,” says Erica 
Heath, CIP, director 
of Ethical and Independent Review of 
Corte Madera, CA.

Under the proposed rules, the 
NPRM is pursuing a single IRB of 
record, saying that regulators will hold 

that IRB responsible rather than having 
each local IRB carry some responsibility, 
Heath adds.

“One of the reasons why more 
institutions haven’t used independent 
IRBs is because of the legal concern 

of who’s responsible 
if something goes 
wrong,” Heath says.

Even with the 
Common Rule 
changes, most 
research institutions 
will continue to have 
small, single-site 
studies that require 
a local IRB’s review, 
notes Ivor Pritchard, 
PhD, senior advisor 
to the director of the 
Office for Human 

Research Protections 
(OHRP).

“OHRP doesn’t have an opinion on 
this, but I’m extremely skeptical of the 
view that this will significantly decrease 
the number of IRBs in existence,” 
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EDITORIAL QUESTIONS
Questions or comments? 

Call Jill Drachenberg,
(404) 262-5508.

Pritchard says. “There is always 
going to be some portion of an 
institution’s portfolio that consists 
of smaller scale studies that are 
taken on by one institution and 
they’re going to need a committee 
review for some of those research 
studies.”

Exempt status determination 
is another controversial change: 
The NPRM states that the current 
system of IRBs waiving consent for 
research involving the secondary 
use of identifiable private 
information does not benefit 
subjects protection goals, while 
generating substantial burdens 
on investigators and IRBs. As an 
alternative, the NPRM proposes 
limiting the use of exemption and 
to allow investigators and others 
to use an exemption decision 
tool to make the exemption 
determination.1

It’s a problematic proposal to 
make it possible to cut out the IRB 
from the exemption determination 
process, says Alan Stockdale, PhD, 
director of human protections 
program and IRB chair at the 
Education Development Center 
(EDC) in Waltham, MA.

One problem is that 
investigators can learn a great 
deal — even about exempt studies 
— by going to an IRB with their 
questions. If they can make their 
own exemption determination, 
they might not seek any IRB help, 
Stockdale says.

Having an IRB available with all 
of its information and experience 
cuts through the silo aspect of 
researchers each doing their own 
project, he adds. (See story about 
how exempt research determination 
would change, page 125.)

“This sharing of knowledge 
across projects is what happens 
with the IRB,” Stockdale says.

Changes for 

biospecimen handling

When the 2011 Advance Notice 
of Proposed Rulemaking (ANPRM) 
was published in July 2011, there 
were more than 1,100 comments. 
Many of these dealt with genetic 
research and the handling of 
biospecimens.

In the 2015 NPRM, proposed 
changes include requiring informed 
consent for secondary research 
with a biospecimen. This refers 
to biospecimens that were drawn 
for clinical purposes or for a prior 
research study and then are left over 
and used for research. IC would be 
required even when the researcher 
cannot identify whose biospecimen 
it is. Institutions could obtain 
broad consent in which people 
give consent to future unspecified 
research uses.1

The proposed rules could 
inadvertently segregate biospecimen 
research into those studies that 
are strictly controlled and handled 
by academic research institutions 
that follow all federal rules and 
those studies that are part of public 
biobanks and archives of data that 
are operated nonrestrictively, such as 
the national bone marrow registry, 
says William Smith, JD, director 
of the institutional review board at 
Nova Southeastern University in 
Davie, FL.

Another issue is that the privacy 
of biobanking is going to disappear 
as it becomes increasingly easy to 
identify people based on snips of 
genetic material, Smith adds. (See 
story about informed consent and 
biospecimen research, page 124.)

“The government looks forward 
two-to-five years and made a rule 
around that,” he says. “But they 
need to look 10-15 years in the 
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future.”
The NPRM’s proposed Common 

Rule changes were published in the 
Federal Register on Sept. 8, 2015, 
by the U.S. Department of Health 
and Human Services (HHS) and 15 
other federal agencies. Comments 
about the proposed changes can be 
made to regulations.gov through 
Dec. 7, 2015. The ID number is 
CPSC-2015-0027-0001.1

The NPRM mandates that U.S. 
institutions rely on a single IRB 
when they’re involved in cooperative 
research. An exception is made for 
international sites. The NPRM 
includes a proposal that would hold 
the single IRB directly responsible 
for compliance with the Common 
Rule.1

“This provision isn’t limited to 
just biomedical research; it uses 
the cooperative research term and 
applies to any kind of multisite study, 
including social-behavioral research, 
as well,” says Julie Kaneshiro, 
deputy director of OHRP.

Also, the proposal doesn’t prohibit 
a local IRB review that is done in 
addition to the single IRB review, but 
the local IRB review would not have 
any regulatory force, Kaneshiro adds.

“We wouldn’t be looking to see 
if that local IRB review complied 
with our regulations,” she says. 
“We’re thinking it could foster more 
creative sorts of review on the part 
of local institutions because they’re 
freed of regulatory oversight and 
could implement whatever sorts of 
review structure they thought most 
appropriate for any specific study.”

Heath is unconvinced: “IRBs 
haven’t been willing to let go of the 
reins because they don’t want that 
liability,” she explains. “Now, the 
NPRM says they’ll hold any IRB 
responsible — wherever they are.”

This change will lead to fewer 
institutions investing in their own 

IRBs as they discover that it is easier 
to have independent or central IRBs 
review studies, she adds. “I think it’s 
a given — whether good or bad, I 
don’t know.”

When the IRB system was started 
50 years ago, the local ethics board 
was truly local with few opportunities 
to collaborate or consult with other 
boards, Heath notes.

“Now when you look at the 
world, you see we’re global,” she 
adds.

Over the years, research reviews 
by local IRBs have become more 
about the overall study and less about 
local impact and issues, she says.

Although the change would 
make it permissible for research 
institutions to shut down their IRBs 
and turn to commercial IRBs to 
review all of their trials, this dramatic 
of a shift is unlikely to occur for two 
good reasons, Pritchard says.

“The first is that this provision 
does allow for an exception, where 
in some circumstances it could be 
decided that for this type of study, 
we don’t want to use single IRB 
review,” he adds. “It wouldn’t be a 

good thing if an institution didn’t 
have a committee available to 
review those studies that meet the 
exceptions.”

The second reason it likely won’t 
result in organizations shutting down 
their local IRBs is because of the 
sheer volume of research reviews that 
are necessary, he notes.

“Imagine you have a consortium 
of 10 institutions who together 
regularly carry out 100 clinical trials 
at a time,” Pritchard says. “This 
provision would say that a single IRB 
review is required for — let’s assume 
for the sake of argument — all 100 
trials. It’s very unlikely that nine of 
them will sunset their IRBs and leave 
one IRB to handle all 100 reviews.”

The more likely scenario would be 
that each institution would handle 
10 or some other portion of the 
100-review workload, dividing up 
the reviews according to their own 
IRB’s expertise, he adds.

On a positive note, the proposed 
Common Rule change will reduce 
the overall workload by making it 
unnecessary that each institution 
conducts a review of the same study 
in a multisite research project, but 
this change is a good thing, Pritchard 
notes.

“If all the IRBs have a smaller 
workload, then they may also be able 
to identify which of the 10 IRBs in 
their consortium is best qualified for 
cardiovascular clinical trials versus 
oncology clinical trials, etc.,” he 
says. “It could lead to better tailored 
reviews and being able to pay more 
attention to the studies reviewed by 
your IRB because its overall load is 
less.”

REFERENCE
1 . Federal policy for the protection of 

human subjects; proposed rules . 

Fed Reg. 2015;80(173):53933-54061 .  
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“IT COULD LEAD 
TO BETTER 
TAILORED 

REVIEWS AND 
BEING ABLE 

TO PAY MORE 
ATTENTION TO 
THE STUDIES 

REVIEWED 
BY YOUR IRB 
BECAUSE ITS 

OVERALL LOAD IS 
LESS.”
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IC under revised Common Rule is transparent, 
tightened
Biospecimens have own IC rule

Common Rule changes under the 
Notice of Proposed Rulemaking 

(NPRM) could impact how IRBs 
handle the informed consent process, 
by both increasing transparency and 
imposing stricter new requirements 
about information provided to 
prospective subjects.1

For example, the NPRM states 
that rules will be tightened to make 
sure the informed consent process 
becomes more meaningful and to 
shorten the length of informed 
consent documents so that the most 
important information isn’t buried 
and hard to find.1

IRBs and research institutions 
likely will need guidance on these 
new requirements for consent, notes 
Julie Kaneshiro, deputy director of 
OHRP.

“As part of that guidance 
development process, we would 
at least be contemplating whether 
or not to develop model consents 
to facilitate the community’s 
understanding of what we think 
would be necessary to satisfy new 
requirements,” Kaneshiro says.

The goal for improving IC is to 
bring it back to its true purpose of 
telling potential research participants 
what a study is about, what its risks 
and benefits are, and other required 
elements, says Ivor Pritchard, PhD, 
senior advisor to the director of 
OHRP.

“Informed consent is cluttered 
with extraneous information that 
often is designed to protect the 
institution from liability,” Kaneshiro 
says. “That cannot be part of the 
core consent document; the consent 

document has to be something that 
was designed to help the person 
decide whether or not they want to 
participate in a study.”

Institutions that want to add 
more than the required IC elements 
to the document should include 
these as secondary pieces, such as in 
appendices, she adds.

Some studies in recent years have 
used electronic informed consent 
with links to extra language, and this 
model is fine, Pritchard says.

“Present the information that is 
required by regulations first, in its 
own section, and then give people 
reams of other institutional legalese 
— but have that in another section of 
the document,” Pritchard explains.

The NPRM also will require 
informed consent for the use of stored 
biospecimens in secondary research, 
such as studies done of blood samples 
left over after being drawn for clinical 
purposes. This type of consent would 
be broad consent applied to their 
storage and potential research use.

One example would be blood 
spots collected routinely of newborn 
infants to identify disorders that 
are not apparent at birth, including 
metabolic disorders, sickle cell 
disorder, cystic fibrosis, and 
toxoplasmosis. These blood spots are 
saved and can be excellent resources 
for genetic and other research. But 
in recent years, they have caused 
controversy, including in Texas, which 
destroyed hundreds of thousands of 
samples following a lawsuit over their 
collection.

“In the past, there hasn’t been 
consent for all research use of 

clinically collected blood spots,” 
Kaneshiro says.

“Now, Texas is providing consent 
with research use, which is consistent 
with what NPRM is proposing,” she 
says. “One of the biggest changes 
involves research use of a specimen 
collected for clinical purposes or 
some other research activity that 
falls outside of our rule because it’s 
stripped of all identifiers.”

The NPRM proposes that all 
research uses of biospecimens will be 
covered by the Common Rule, and 
most of these would need at least 
broad informed consent, Kaneshiro 
says.

“We’re envisioning this could be a 
very broad statement and it wouldn’t 
have to be limited to just cancer 
research,” she adds. “Also, there is 
a companion requirement that the 
standardized privacy protections 
would have to be in place.”

The informed consent template 
probably would say something like 
this: “Your biospecimen will be used 
in laboratories using procedures 
designed to identify various kinds of 
diseases and factors related to those 
diseases or causes of those diseases,” 
Pritchard says. “They would not 
specifically identify the diseases 
because nobody knows about these 
yet, but it will give the subject the 
general idea that this biospecimen 
may be used to uncover a disease.”

The idea of requiring broad 
informed consent is in the middle of 
the spectrum of options regarding 
biospecimens and research, Pritchard 
notes.

“The notion here is that people are 
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going to be more likely and willing 
to participate in or support the 
research enterprise if they are asked 
for some kind of permission to use 
their specimens,” he explains. “There 
is empirical evidence showing that 
people’s preference is to be asked.”

However, most people would be 
annoyed if they were asked 50 or 
more times for permission to use 
their specimen, and it would be 
difficult for researchers to do this, 
Pritchard says.

“This notion of asking for broad 
consent represents a middle way of 
honoring that general preference 
without creating a large burden for 
researchers,” he adds.

Surveys that ask people about 
biospecimens in research likely 
overrepresent the average person’s 
interest in what researchers do 
with specimens and resulting data, 
suggests William Smith, JD, director 

of the institutional review board at 
Nova Southeastern University in 
Davie, FL.

“They ask, ‘Do you want us to 
take into consideration what we do 
with your biospecimens and data,’ 
and people are going to say, ‘Yes,’” 
Smith says. “But they’re not asking 
the follow-up questions.”

For instance, are people really 
interested in how their leftover blood 
or tissue samples are used?

“The people who mind are very 
vocal about it,” Smith says. “Most 
people don’t mind.”

The NPRM’s changes to 
informed consent and biobanking 
are particularly disturbing because 
it focuses on biobanking as its own 
special entity, he says.

“I’m upset that biobanking has 
its own standard of review,” Smith 
says. “I don’t think that’s going to 
work, and one reason why I don’t 

think it’s going to work is that they’ve 
rearranged the definition of research 
around biobanking.”

Biobanking on its face is de-
identified, so it should not require 
full informed consent. But the 
NPRM requires broad consent even 
when the investigator does not have 
information available to identify 
donors of the biospecimens.

It would be better if the NPRM 
did not pay extra attention to 
biobanking, Smith says.

“Get rid of biobanking as its own 
category of review and let it be folded 
into the other categories instead of 
being given special treatment,” Smith 
adds.

REFERENCE
1 . Federal policy for the protection of 

human subjects; proposed rules . 

Fed Reg. 2015;80(173):53933-54061 .  
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Changes to Common Rule would change 
exemptions
It also simplifies determination

The NPRM of the Common Rule 
in human research protection 

provides for eight categories of 
exemption to IRB reviews and 
discusses a tool that investigators 
and others could use to determine 
whether a study is exempt.

Those categories include research 
involving benign interventions 
with adult subjects; research using 
educational tests, surveys, interviews 
or observations of public behavior — 
provided data security and privacy 
protection policies are followed; 
secondary research using identifiable 
private information collected 
originally as part of a non-research 
activity, and storing or maintaining 

biospecimens when a broad consent 
template was used.1

Benign interventions would be 
“brief in duration, harmless, painless, 
not physically invasive, not likely 
to have a significant adverse lasting 
impact on the subjects, and it would 
be required that the investigator has 
no reason to think the subjects will 
find the interventions offensive or 
embarrassing.”1

Research involving deception 
would not qualify for exemption 
unless the deception was authorized 
by the subject.1

Despite the NPRM’s definitions 
of what type of research qualifies 
for exempt status, an automatic 

exemption process would be a 
mistake, says Alan Stockdale, PhD, 
director of human protections 
program and IRB chair at the 
Education Development Center 
(EDC) in Waltham, MA.

The EDC’s IRB does very few 
full board reviews; most of its 
social-behavioral research is exempt, 
Stockdale notes.

“There are a lot of ambiguities 
as to what exemption means,” he 
explains. “Sometimes, determining 
exemption is not easy, and I would 
be concerned about people going to a 
website and filling in an algorithm to 
determine if it’s exempt — I would be 
very skeptical of that.”
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For example, the NPRM refers 
to research in commonly accepted 
educational settings, but there is no 
commonly understood definition for 
that, Stockdale says.

“We have debates about that, 
and we tend to be more liberal in 
defining it than the researchers,” he 
adds. “People tend to understand that 
as schools, but we say it could be a 
library, depending on what’s going on 
there.”

Two things likely will happen if 
the determination of exemption is 
left to investigators and an exempt 
tool: One, some investigators will 
come to IRBs on their own to ask 
for help, and two, a small number of 
researchers might find a way to make 
their research exempt when it should 
not be exempt, Stockdale predicts.

As OHRP officials speak with 
IRBs at meetings, the question of bad 
actors sometimes comes up, says Ivor 
Pritchard, PhD, senior advisor to the 

director of OHRP.
“That is a concern,” Pritchard says. 

“Of course, in order for this exempt 
tool to be effective, it would need 
to be designed in such a way that it 
would be difficult to game the system 
that way.”

There is no exempt tool available 
yet, and it won’t be created until there 
is a final rule, says Julie Kaneshiro, 
deputy director of OHRP.

“We can’t give a specific date,” 
she adds. “But there would be a tight 
timeframe to develop it because the 
compliance date for these provisions 
would be a year after the publication 
date of the final rule.”

Another reason why the exempt 
status change might be a problem is 
because the process as it works now 
helps IRBs develop relationships with 
investigators — even when they never 
have a full board review, Stockdale 
says.

“We tend to have an interactive 

and much more collaborative 
relationship with our researchers, 
even though most of the research that 
comes through our office is exempt,” 
he adds.

“We have researchers who come 
back and have questions about what 
they need to do with informed 
consent, and I say, ‘You’re exempt, 
but we can have a discussion about 
the Belmont Report and research 
principles, and what might be 
reasonable for your project,’” he says. 
“That’s one thing that worries me: 
They’ll go off to a website, say, ‘I’m 
exempt,’ and then go away.”

Collaborative relationships 
between ethics boards and researchers 
will be weakened and likely disappear, 
Stockdale adds.

REFERENCE
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Comments, concerns on ANPRM draft may 
forecast NPRM reaction
Tradeoffs continue as HHS tries to ease reg burden but protect subjects

A recently published analysis1 
of comments on biospecimen 

research submitted in response 
to the 2011 Advance Notice of 
Proposed Rulemaking (ANPRM)2 
indicates institutional review boards 
and researchers are facing a series of 
“tradeoffs” that will likely carry over 
in the next iteration of the human 
research Common Rule.

The NPRM3 was published on 
Sept. 8, 2015, and some of the 
same issues and questions may be 
forthcoming in a new round of public 
comments. The previous ANPRM 
identified biospecimen research 
as a key area for consideration of 

regulatory revisions.
Though emphasizing she was still 

reviewing the NPRM, study co-author 
Gail E. Henderson, PhD, professor 
in the Department of Social Medicine 
at the University of North Carolina 
School of Medicine in Chapel Hill, 
says it appears many of the themes have 
carried over in the updated proposed 
regulation.

“Despite the fact that our study 
is based on analyzing comments 
from the earlier ANPRM, I think 
they are really still relevant to how 
people are going to be responding 
to the NPRM,” Henderson tells IRB 
Advisor. “Generally speaking, the kind 

of tradeoffs that we identified are very 
likely to still be evident in comments 
on the NPRM.”

Indeed, the overall goal in both 
versions is to enhance protections for 
research participants while improving 
the efficiency of IRB review of 
research studies. Using a random 
number generator tool, Henderson 
and colleagues selected 300 of the 
1,126 public comments submitted in 
response to the ANPRM and available 
in the open record. They searched 
the randomly selected comments 
for keywords such as “biospecimen,” 
“tissue,” and “biobank.”  After some 
further exclusions per the study 
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protocol, they ended up with 109 
comments for the full analysis. 
Overall, the comments responded to 
biospecimen research issues on at least 
one of the study’s four focus points:

• mandated written consent,
• the current system permitting a 

waiver of consent,
• the use of a standardized general 

consent form, and
• the inherent identifiability of 

biospecimens.
“It was kind of painstaking to get 

that random sample,” Henderson says, 
“but because it is a random sample, it 
is representative of [the total comments 
submitted about biospecimens].”

There were more comments in 
the random sample about mandated 
written consent and the current system 
of permitting a waiver of consent, with 
87 and 81 comments respectively. 
ANPRM issues on a standardized 
general consent form were the subject 
of 67 comments and identifiability 
of biospecimens was addressed by 60 
comments. IRB members, university 
officials, and scientists writing on 
behalf of their organizations were the 
authors of most of the comments, the 
authors report.

One of the more controversial 
proposals in the ANPRM called for 
mandated written informed consent 
from individuals for any use of their 
biospecimens, regardless of their 
identifiability and the original purpose 
for which they were obtained, the 
authors stated. As a tradeoff, the 
ANPRM proposed an open-ended 
consent form that would allow 
biospecimens to be used for future 
unspecified research. Respondent views 
on the mandated consent for specimens 
were reflected in 87 comments. Of 
these, nine offered full support, nine 
offered qualified support, and 69 were 
opposed. The majority of responding 
IRBs and scientific perspective groups 
opposed mandated consent, whereas 

the majority of those in a much smaller 
patient/advocacy perspective group 
supported this consent approach. The 
most common argument for mandated 
informed consent cited the inherent 
identifiability of biospecimens. As 
one commenter observed, “We will 
be as ethical as possible by explaining 
upfront that with today’s technology 
biospecimens are inherently at 
increased risk for breach of privacy due 
to today’s and future technology,” the 
authors reported.

Logistical quagmire

Again, the majority of the 
comments opposed mandated consent, 
warning that it would be “a logistical 
quagmire,” that it would create “an 
unfunded mandate on research 
enterprises,” and “profoundly impede 
clinical research for biomarkers and 
basic science studies.”

“Our study found that two 
responses were very highly correlated,” 
Henderson says. “If you opposed 
mandated consent you tended to 
support continuing with the current 
system of being able to waive consent 
for this kind of research, under the 
current rules of our system.”

In general, the NPRM did not 
give much ground on consent, but 
did provide tradeoffs similar to those 
Henderson and colleagues observed in 
the ANPRM. An executive summary 
of the NPRM states that the proposed 
regulation would “improve informed 
consent by increasing transparency and 
by imposing stricter new requirements 
regarding the information that must 
be given to prospective subjects, and 
the manner in which it is given to 
them, to better assure that subjects are 
appropriately informed before they 
decide to enroll in a research study.”

The NPRM would generally require 
informed consent for the use of stored 

biospecimens in secondary research 
(i.e., leftover blood samples), even 
if the investigator is not being given 
information that could identify the 
research subject. That consent would 
generally be obtained by means of a 
broad consent for future, unspecified 
research with the biospecimens.

Indeed, the NPRM proposes to 
do away with “unduly long [consent] 
documents” in favor of forms that 
highlight the key information. “To 
assure that these rules do indeed 
change current practices, there will be 
a one-time posting requirement for the 
consent forms for clinical trials, so that 
anyone drafting a consent form will do 
so knowing that it will eventually be 
subject to public scrutiny,” the NPRM 
states.

Short form, future use?

However, in comments in the 
ANPRM study, some questioned the 
idea of simplifying and shortening 
consent forms that apparently will 
grant future unspecified uses for 
research.

“To me one of the most interesting 
comments that we got was, ‘If you are 
really concerned about respecting the 
autonomy of individual participants, 
these short consents are silly. This isn’t 
consent to future unspecified use — 
who can understand what that really 
means?’” Henderson says. “I think the 
motive is good — the balancing, the 
tradeoffs, and the attempt to make it 
less burdensome. Yet when you get to 
one of those really short forms there is 
some question about the extent people 
can really understand [what they are 
consenting to]. Now I will say I have 
colleagues who think a short form can 
be created that can identify the most 
important elements. But that was one 
of the more interesting comments we 
got. People said, ‘I think consent is 
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important and I am not in favor of 
this.’”

Regarding the current consent 
waiver system, 70 of the 81 comments 
in the ANPRM study were strongly 
supportive of a waiver of consent 
for research with deidentified 
biospecimens. Comments in support of 
the current waiver system argued that 
it worked well and facilitated research 
in a manner that did not unduly 
violate the rights or welfare of research 
participants. Using the example of 
tissue banks, several commenters 
pointed out that access to resources 
that operate under the current waiver 
provisions is essential to research. 
As one individual noted, “[I]t is not 
possible to know how a researcher will 
want to use specimens in the future, 
and it may be impractical to go back 
and get consent,” the authors reported.

However, it appears the NPRM was 
not persuaded by this sentiment, as it 
proposes to “change the conditions and 
requirements for waiver or alteration 
of consent such that waiver of consent 
for research involving biospecimens 
(regardless of identifiability) will occur 
only in very rare circumstances.”

“It sounds like they are really 
cracking down on that,” Henderson 
says. “In fact, it’s very similar. They are 
saying, ‘OK, maybe in really unusual 
circumstances you might be allowed 
to [waive consent], but we are going 
to be very careful about allowing that.’ 
Essentially, I think it is very similar to 
the ANPRM.”

In making waiver of consent “rare,” 
researchers and IRBs could presumably 
face more work in documentation 
and review of protocols that were 
heretofore waived. “That is certainly a 
conclusion you could draw from our 
study,” she says. “But I have been told 
that the NPRM has proposed a very 
gradual process of implementing these 
changes as far as biospecimen research 
is concerned. And of course, if you had 

collected specimens previously, you 
don’t have to go back [and get consent] 
unless you are proposing new and 
different uses for them. Prior work can 
be grandfathered in.”

Also, in yet another tradeoff, the 
NPRM proposes a provision that could 
make the waiver of consent less critical 
— excluding low-risk trials from IRB 
review.

“Research that poses greater risk 
to subjects should receive more 
oversight and deliberation than less 
risky research,” the NPRM states. “…
Cumbersome and outdated regulatory 
standards overwhelm and distract 
institutions, IRBs, and investigators 
in ways that stymie efforts to 
appropriately address the real risks 
and benefits of research. The result of 
these types of changes, as the NPRM 
proposes to implement them, is that 
some studies that currently require 
IRB review would now become 
exempt. Some that are currently 
exempt would specifically be declared 
as outside the scope of the regulations 
(‘excluded’), and thus would not 
require any administrative or IRB 
review.”

The NPRM proposes to expedite 
this process by creating a Web-based 
“decision tool” that will be used to 
determine whether a research trial is 
low risk enough to be exempt from 
IRB review.

Concerning the issue of identifying 
specimens, genetic research advances 
are raising questions about whether 
biospecimens can ever be truly 
deidentified. The NPRM has a section 
dealing with “storing or maintaining 
biospecimens and identifiable private 
information for future, unspecified 
secondary research studies, or 
conducting such studies, when a 
broad consent template…is used, 
information and biospecimen privacy 
safeguards are followed, and limited 
IRB approval of the consent process 

used is obtained.”
Sixty comments analyzed in the 

ANPRM addressed whether a human 
biospecimen ought to “be considered 
identifiable in and of itself.” Of 
the comments, 15 stated that 
biospecimens should be considered 
identifiable, and 44 respondents said 
they should not. The most interesting 
finding regarding responses related 
to identifiability is that virtually all 
comments that included rationales 
acknowledged that specimens could 
be identifiable with proper conditions 
in place, the authors note.

“Genetic research [is advancing 
so rapidly] the landscape is not the 
same as it was for the ANPRM,” 
Henderson says. “On the other hand, 
the ANPRM took this on because 
there were scientific publications that 
demonstrated that it was possible 
— if you worked at it — to identify 
somebody without too much genetic 
information. The NPRM is saying the 
same thing in my view. To a certain 
extent, I think people will have similar 
responses.”
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Incidental findings in research subjects: It’s 
complicated
Findings may be good, bad, or indifferent, but must be part of consent

Incidental findings in research 
subjects — which can be 

completely benign or herald 
significant health problems — raise 
thorny issues for IRBs that are best 
addressed through informed consent 
and a detailed contingency plan, says 
Matthias H. Schmidt, MD, associate 
professor of radiology at Dalhousie 
Medical School in Halifax, Nova 
Scotia.

“Ethics boards have to choose 
a risk assessment that they are 
comfortable with, but researchers 
could do a lot to decrease the risk if 
they have a good management plan 
in place that allows for an expeditious 
workup and a second opinion,” he 
tells IRB Advisor. “If they have a 
good connection with their research 
subjects then incidental findings 
won’t strike like a bolt out of the 
blue. They can do a lot to decrease 
risk of harm coming to subjects and 
hopefully push this to the ‘minimal’ 
side of the fence.”

Incidental findings can be life-
saving or life-haunting events, 
prompting a critical intervention 
or discovering some condition of 
possible future risk that the patient 
must then continue to follow for 
years. Examples include finding a 
growth or spot on a CT or MRI, and 
discovering a previously unknown 
serious medical or psychiatric 
condition that you have or appear to 
be predisposed to in the future.

Research subjects’ reactions to 
the idea of incidental findings will 
certainly vary, and some bioethicists 
have argued that patients should have 
the right to say they do not want to 

know about anything beyond the 
scope of the study they have joined.

“We make a lot of assumptions 
about the risk and benefit of these 
things,” Schmidt says. “[Do your 
research subjects] tend to feel that 
knowledge is power or ignorance 
is bliss? How will people receive 
incidental findings? I think a dialogue 
is very important and research ethics 
boards really need to be aware of 
incidental findings as a significant 
potential outcome for research 
subjects. They really need to satisfy 
themselves that there is a good plan 
in place.”

Agreeing to a stipulation of IF 
silence, for example, could put 
researchers and IRBs in an untenable 
position if serious incidental findings 
are uncovered.

“Consider the special situation 
where a study participant says I 
don’t want to know anything, ever 
— nothing,” he says. “That’s a very 
difficult scenario because then if 
you discover what you think is a 
real threat [and there are] potential 
interventions and treatment — 
you are in a real ethical dilemma. 
I personally feel that could be an 
exclusion criteria for research.”

If so, the process of consent 
should include language that clearly 
states that research subjects will be 
informed of incidental findings.

IFs may lead to more IFs

As Schmidt and colleagues 
observe in a new study1 on IFs in 
neuroimaging, you can find yourself 
going down the rabbit hole pursuing 

IFs. “The discovery of IFs may lead to 
medical investigations, each with its 
own associated risks, one of which is 
the discovery of additional IFs,” the 
authors note. “In this sense, IFs must 
be considered among the risks of 
research participation.”

Therefore, incidental findings 
must be emphasized in the informed 
consent process from the outset.

“That’s got to be the cornerstone 
of management,” Schmidt says. “You 
have sit down with your research 
subject before you begin and make 
them aware that incidental findings 
occur and that they can be trivial 
and meaningless or they can be life-
changing. Maybe give some examples 
and then explore with them how 
would they feel about some of these 
things and what sorts of things would 
they want to know about. Because 
once you have made the finding, 
you’re stuck with it.”

Unfortunately, it is not always 
clear at the outset whether an IF 
reflects a real threat to a research 
participant or a normal variant, a 
benign lesion or an imaging artifact, 
the authors note. Given that, 
researchers must try to cover the 
range of possible outcomes during 
the informed consent discussion, 
allowing people considering research 
study participation to weigh the 
potential benefits and harms from 
their perspective.

“Assuming the subject wants to 
know about significant findings then 
I would feel ethically bound to follow 
up if I didn’t know what [an IF] 
was,” Schmidt says. “As a radiologist I 
would probably propose some further 
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imaging to clarify. If I was a researcher 
without a diagnostics imaging 
background I will seek a radiologist’s 
[opinion] and ultimately one would 
have to contact the person’s physician 
and [discuss] a plan for medical 
follow-up as appropriate.”

Best case, worst case

IRBs in both the U.S. and Canada 
operate under federal regulations 
that include a “minimal risk” 
standard, which determines the 
degree of scrutiny research proposals 
receive during the review process. 
Though subject to change in the 
recently issued Notice of Proposed 
Rulemaking (NPRM), currently the 
minimal risk standard is also used 
to determine whether participant 
consent requirements can be waived 
or altered. Schmitt and colleagues 
used the minimal risk standard to try 
to find an appropriate benchmark 
for the nature and magnitude of 
risk associated with IFs. They also 
reviewed the limited published 
information on IFs in healthy 
children who have participated in MR 
neuroimaging research to determine 
the spectrum and frequency of 
reported incidental findings. In the 
study, they categorized IFs broadly 
according to their implications for 
participant health and then asked 
whether IFs can meet the minimal-
risk standard under a roughly 
determined “best-case” and “worst-
case” scenario.

“The reason we looked at that 
was because there really isn’t enough 
information available to us to know 
what actually happen to participants,” 
he says. “We don’t really know 
what the outcomes are. We know 
what sorts of individual findings 
exist and we have some sense of the 
frequency with which they occur. 

But there’s really no information 
about what happens after that. In 
the studies that have been reported 
on incidental findings, there is very 
little information given on outcomes. 
It is certainly not enough to be 
quantitative.”

Thus, the decision to create 
scenarios, with the best case meaning 
all incidental findings that could 
be beneficial are beneficial and all 
findings that could be neutral are 
found to be neutral. “So what is the 
risk — what remaining findings could 
be harmful?” Schmidt says. “And we 
pegged that risk at about 2%.”

For the purposes of the analysis, 
the researchers considered IFs to 
meet the minimal-risk standard 
by comparing them to a routine 
examination or an everyday event in 
the life of a child that is capable of 
producing similar harm. They chose 
the well-child examination performed 
periodically by family physicians and 
pediatricians as a comparator.

“Then we thought, well, what is 
the worst thing that could happen 
— if every one of these findings 
that could cause undue concern or 
unnecessary further investigations 
and so forth actually did? And 
that got us to a number of about 
8%,” Schmidt says. “These are very 
rough approximations because of 
the limited amount of information 
in the literature, but we noted that 
between 2% and 8% [of IFs] fall 
right on the borderline between 
meeting and not meeting the 
minimal risk standard based on our 

comparator for everyday life.”
They also reviewed five studies 

that specifically describe the spectrum 
and frequency of IFs encountered 
in healthy children in the developed 
world who have participated in 
MR neuroimaging research. They 
combined IFs into two broad 
categories that dictate management, 
including disclosure, as follows:

• IFs without implications for 
participant health. Extracranial IFs 
reflecting mucosal inflammation 
of the sinuses and middle ear may 
reasonably be considered to reflect 
everyday occurrences in the lives of 
children, meeting the minimal risk 
standard by definition. Disclosure 
optional.

• IFs with implications for 
participant health. Knowledge 
of some IFs can have benefits for 
participant health. For example, 
the fortuitous identification of 
syringomyelia in a child participating 
in one reviewed study led to 
appropriate further diagnostic workup 
and neurosurgical care. Disclosure 
mandatory.

The gray zone

Overall, Schmitt and colleagues 
concluded that IFs in pediatric MR 
neuroimaging research can meet 
the minimal-risk standard in the 
best-case scenario, but not in the 
worst-case scenario. The true risk 
likely lies somewhere between these 
two extremes, with IFs in the “gray 
zone” distributing themselves among 
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proposes to change the way 

exempt status is determined, 

including which of these 
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of exemption to IRB reviews

B . It provides for a tool that 

investigators and others could use 

to determine whether a study is 

exempt
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for exempt research studies that 
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the categories of benefit, minor 
harm, and major harm in as-yet-
unknown proportions, the authors 
conclude. Large-scale studies using 
clear, a priori criteria are needed 
to determine the true frequency of 
significant IFs in healthy children 
at various ages. At the same time, 
more information is needed on the 
actual outcomes of IFs identified in 
the course of pediatric neuroimaging 
research before this kind of research 
can definitely be said to meet the 
minimal-risk standard. In the 
meantime, IRBs should view IFs 
as potentially exceeding minimal 
risk, in order to protect research 
participants and to challenge 
researchers to consider this problem 
carefully, Schmidt notes.

“We need more data on the true 
prevalence of these findings so we 
can give people a sense of the degree 
of risk,” Schmidt says. “And to get 
at that I think we really need to 
standardize our definitions. There 
are some incidental findings that are 
very differently described in different 
papers and for which different 
criteria may exist for diagnosis. We 
also need to have some data on the 
actual impact of incidental findings 
because it is really a vacuum. Do 
certain incidental findings really end 
up being followed up, being worked 
up or leading to treatment? And 
is there variability from center to 
center in terms of how these things 
are managed? Because that will allow 
you to determine what you can tell 
a subject might happen if a certain 
finding were to be discovered.”
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