
OHRP has new guidelines for
reporting unanticipated problems
AEs and UPs are separate entities

The Office for Human Research Protections (OHRP) of Rockville,
MD, published, on Jan. 18, 2007, its final version of new guidelines

on reporting unanticipated problems and adverse events.
Available on-line at www.hhs.gov/ohrp/policy/AdvEvntGuid.htm,

the 24-page guideline, titled, “Guidance on Reviewing and Reporting
Unanticipated Problems Involving Risks to Subjects or Others and
Adverse Events,” includes numerous changes from the draft guidance
published in 2005. The new guidelines are effective immediately.

OHRP made the definitions more prominent and straightforward
after receiving some comments about these from research institutions
and others, says Michael Carome, MD, associate director — regulatory
affairs of OHRP, Office of the Secretary, U.S. Department of Health
and Human Services. (See chart listing public comments on UP guidance,
p. 27.)

“One of the key changes is in the first section on the definition of
what are unanticipated problems,” Carome says. 

‘‘Unanticipated problems” is shorthand for a longer phrase in the
regulations of “unanticipated problems involving risk to subjects and
others,” Carome says.

“We tried to write a more clear definition so people will have a better
understanding of what unanticipated problems means,” Carome says.
“So in crafting that definition, we included three specific criteria that
appear repeatedly throughout the document, and we hope that brings
clarity to the term.”

According to the new guidance, unanticipated problems are any inci-
dent, experience, or outcome that meets all of the following criteria:

1. Unexpected (in terms of nature, severity, or frequency) given a) 
the research procedures that are described in the protocol-related docu-
ments, such as the IRB-approved research protocol and informed 
consent document; and b) the characteristics of the subject population
being studied;

2. Related or possibly related to participation in the research (in this
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guidance document, possibly related means there
is a reasonable possibility that the incident, expe-
rience, or outcome may have been caused by the
procedures involved in the research); and

3. Suggests that the research places subjects or
others at greater risk of harm (including physical,
psychological, economic, or social harm) than
was previously known or recognized.

Another change is that the draft version of the
guidelines did not have a new definition for an
adverse event, Carome notes.

“We had an appendix that provided a compi-
lation of multiple definitions and terms from
multiple different agencies,” Carome explains.
“We received several comments from the public
that asked for more specific definitions so, in sec-
tion II, we do provide a specific definition of
what adverse events are.”

The guidance states that the term ‘adverse
event,’ in general, is used very broadly and
includes any event that meets the following defi-
nition: “Any untoward or unfavorable medical
occurrence in a human subject, including any
abnormal sign (for example, abnormal physical
exam or laboratory finding), symptom, or dis-
ease, temporally associated with the subject’s
participation in the research, whether or not con-
sidered related to the subject’s participation in
the research (modified from the definition 
of adverse events in the 1996 International
Conference on Harmonization E-6 Guidelines 
for Good Clinical Practice).”

OHRP also added language to the guidance
that clearly outlines which items are required
and which are recommended.

At the very beginning of the guidance, outlined
by a bold black box, is a paragraph that includes
this sentence, “. . .The use of the word must in
OHRP guidance means that something is
required under HHS regulations at 45 CFR part
46. The use of the word should in OHRP guidance
means that something is recommended or sug-
gested, but not required. An institution may use
an alternative approach if the approach satisfies
the requirements of the HHS regulations at 45
CFR part 46. . .”

This is the first document in which OHRP has
included the boxed explanation, Carome says.

The box is in response to the growing percep-
tion that many research institutions tend to over-
interpret federal guidance and create unneces-
sary documentation, Carome says.

“This box is our response to that,” he says.
“This box is typical of what the Food and Drug
Administration has done for some time now, and
we believe it’s a good practice, and we’ve adopt-
ed it and will use it in future documents.”

Since unanticipated problems and adverse
events overlap but are not synonymous, OHRP
has included in the guidance a chart that illus-
trates the relationship between the two terms 
and a flow chart that shows how to determine
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whether an adverse event is an unanticipated
problem.

“The flow chart walks a person through three
criteria, and that’s new,” Carome says. “It’s not
in the draft guidance, and as a new addition we
hope it will bring clarity to the topic.”

OHRP included a section on the appropriate
time frame for reporting unanticipated prob-
lems in response to a request from those who
commented on the draft guidelines, Carome
says.

“We avoided specifying, even in the recom-
mendations, what the time frame should be,”
Carome says.

“Some people who provided comments asked
what the window was for being prompt in their
reporting, so in section five, we added a specific
time frame that ranges from one week to one
month for properly reporting to various entities,”
Carome says.

“The time frames are just recommendations and
are not mandated guidelines,” Carome adds.   ■

After the Office for Human Research Protections
(OHRP) issued its draft guidance about unantici-

pated problems and adverse events in 2005, there
were 54 comments from both organizations and indi-
viduals.

OHRP officials share the highlights of the com-
ments here:

• There were responses from 26 organizations,
including research institutions, IRBs, academic organi-
zations, industry, human subject advocacy groups, and
patient advocacy groups.

• Twenty-eight individuals responded, including IRB
members, investigators, institutional officials, and con-
sumer advocates.

• The comments supportive of the guidance num-
bered 35, with 19 characterized as strongly support-
ive; four were not supportive.The rest included no
general statement about support.

• The most frequent general comment came from
15 respondents who called for joint, harmonized guid-
ance from OHRP, the Food and Drug Administration
(FDA), the National Institutes of Health (NIH), and
other federal agencies.

• Seven people commented on the section regard-
ing adverse events, including registering a desire for a
clearer definition of AEs, as well as the definitions of
the words “serious,” “harm,” and “discomfort.”

• Some people suggested the draft guidance address
the issue of external adverse events reported on one
study that may affect other studies using the same test
article or intervention.

• There were 22 comments about unanticipated prob-
lems and how they relate to AEs.These included recom-
mendations that, for adverse events that are serious,

unexpected, and related or possibly related to participa-
tion in research, the term “possibly related” should be
defined and/or changed to “probably related” or “defi-
nitely related.”

• One person recommended OHRP create a deci-
sion chart for determining which AEs represent unan-
ticipated problems.

• Nine people commented about the section involv-
ing what the IRB should consider at the time of initial
review with respect to AEs. Some of these comments
recommended that the guidance state more strongly
that monitoring plans should be adjusted to fit the
degree of risk, with more risk leading to more rigor-
ous monitoring.

• There were 19 comments about how institutions
should handle external AEs, internal AEs, and unantici-
pated problems. Some people suggested that external
AEs that represent unanticipated problems do not
need to be reported beyond the responsible IRB at
each site. Also, some comments recommended that
the guidance address circumstances in which an IRB
wants to require changes to a research protocol in
response to an unanticipated problem, but the spon-
sor disagrees with the changes.

• Seven people commented on the time frame for
reporting UPs to the IRB and others, and several peo-
ple who made comments recommended that the guid-
ance more clearly define “prompt” and include more
specific time frames.

• A couple of people recommended that the guid-
ance on adverse events and unanticipated problems be
clarified.

• Some people found the appendix with definitions
to be unhelpful. ■

Comments to OHRP about guidance on 
unanticipated problems and AEs

Most expressed support of guidance



Study participant 
discusses risks, benefits
She was diagnosed with rare, progressive disease

Weighing risks and benefits in human sub-
jects research can be an objective, clinical

process, unless the person who is measuring is
also a study participant whose life is at stake.

Amy Farber, PhD, an instructor in social medi-
cine at Harvard Medical School in Boston, MA,
has served as an IRB member and a research
advocate, and she has weighed risks and benefits
from these perspectives. But it is her recent role
as a study participant that has given her a unique
perspective when speaking to IRB members and
others in the research industry, as she did in
Washington, DC, at the 2006 Annual Human
Research Protection Program Conference of the
Public Responsibility In Medicine & Research
(PRIM&R), held Nov. 15-18.

“There is an urge to have a neat formula for
balancing risks and benefits,” Farber says. “You
also want to be able to take into account the
potential harms and the potential dangers and
benefits, and having a formula that would help
you balance these is perhaps a useful aspiration,
but difficult to attain.”

Farber’s role as a research participant was in
response to her diagnosis in 2005 with a very
rare, progressive, and fatal disease called lym-
phangioleiomyomatosis (LAM). 

LAM is a multi-system disorder that leads to
respiratory failure in women of childbearing
years, as abnormal cells invade normal lung tis-
sue and overtake surfaces normally dedicated to
oxygen exchange. Patients frequently experience
shortness of breath and lung collapses. The dis-
ease is commonly misdiagnosed as asthma, 
bronchitis, and emphysema. There is no effective
treatment for the disease.

Farber was part of an observational study
about LAM conducted at the National Institutes
of Health Heart, Lung, and Blood Institute. Her
initial participation was based on the promise of
a definitive diagnosis of LAM.

“The first time I participated in a study it was
as if I was exchanging participation for a diagnosis,”
Farber says.

“I was torn,” Farber adds. “Partly, I resisted an
official or definitive diagnosis because I didn’t see
the point of having one if there was no treatment,
and then certainly, once you have the diagnosis

there are risks attached to the stigma of it, or, more
concretely, the threats of penalties or inability to
get or maintain insurance.”

Now, as an advocate for an effective treatment
for LAM and as the executive director of the
LAM Treatment Alliance in Cambridge, MA,
Farber meets with scientists and others to sup-
port increased research on LAM and to advocate
for further clinical trials involving LAM patients.
Her efforts and success in garnering attention for
the disease by pre-eminent scientists and clini-
cians were highlighted in a feature story in the
Wall Street Journal on June 29, 2006.

“In my case, I am still pining for a well-
designed trial,” Farber says. “We have recently
had some success in creating a partnership with
a drug company to get a trial moving.”

There are monthly meetings about LAM and a
related disease called tuberous sclerosis at
Harvard Medical School, and more than 60
researchers gather regularly to discuss research
that would leverage what is known about com-
mon diseases to find out more about LAM,
Farber explains.

“We mobilize problem-solving,” she says. 
“We create and foster collaboration to work on
very targeted research projects that are priori-
tized based on problem-solving, state of science
conversations, and finding a treatment.”

This approach cuts through the bureaucracy
and facilitates researcher access, shepherding
researchers past barriers on their way to find a
treatment in a highly targeted way, Farber adds.

LAM only affects women of childbearing
years, and this fact has made Farber sensitive 
to obligations IRBs have in each protocol to ask
about the gender specificity of the data being 
collected, she notes.

For instance, to what degree is LAM estrogen-
driven or estrogen-dependent? As Farber has
learned more about the disease, she’s experi-
enced a rude awakening at how little researchers
have discovered about how estrogen works in
the female body, she says.

“Sadly, we don’t have the very best grasp of
the body, in terms of the menstrual cycle and
other complex hormonal ebbs and flows, for
instance,” Farber says. “There are a lot of ele-
phants in the room when you talk about natural-
ly occurring processes in women’s bodies.”

Farber’s IRB experience has taught her that
any discussion of research ethics or a study’s
risks and benefits must consider the community
of people who have an interest in the research,
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including participants, researchers, community
members, IRB members, etc.

“Everyone brings different things to the table,
and we’d be naïve to think researchers and clini-
cians and managers don’t have various health
issues affecting their loved ones,” Farber says.
“For me, that’s one of the important lessons of
being on an IRB: that some of the most concerned,
ethically-attuned comments and insights can come
from researchers and clinicians steeped in actual
practice and sometimes not from ethicists.”

When Farber was involved in the observational
study, she weighed the risks and benefits to her
own participation in this way:

• There was arguably no direct patient benefit,
and so there was, perhaps, no possibility of ther-
apeutic misconception, she says.

• It was an observational protocol, and she
wondered if it was misleading to refer to it as a
clinical trial when there was nothing being tried.

• Farber recognized some potential benefits
for herself, such as being able to interact with
highly skilled and trained health care professionals
who took an interest in her case.

• There was potential benefit for the LAM
community, but this created the question of
whether knowledge that was beneficial to the
LAM community as a whole was also beneficial
to her. “It’s knowledge and action that helps me
cope with the disease,” Farber says. “What do
you do with the knowledge? Do you just go on
with your life?”

In Farber’s case, the risk-benefit analysis led to
an interesting conclusion. She decided she would
not be able to just go on with her business as
usual when there were so many resources avail-
able to her to mobilize into action that would
benefit the LAM community.

“Through networks and the tremendous gen-
erosity of so many clinicians, researchers, friends,
family members, colleagues, volunteers, and fel-
low patients, I realized I potentially had access to
what might be a fast track to human research,
with an approach that would support, foster, and
fund that approach in some way,” Farber says.

Farber’s role as facilitator of research is bal-
anced between her career in science, her work as
an IRB member, and her most recent experience
as a research participant.

“I feel like my IRB membership complements
my experience as a research participant and
advocate, and it helped me to think critically
about the process of research,” Farber says. “My
experience has returned me to the question of

what’s fair to ask of patients, and what do I want
as a trial subject/advocate.”

Her goal in speaking to IRB members is to
encourage them to think about how IRBs do or
don’t think about issues of trust and how to bal-
ance risks and benefits, she says.

“And how should they address the fact that
some research participants want not just protec-
tion from research but access to research, and is
having access enough?” Farber says.   ■

Improve management by
using practice strategies
Expert offers tips in a nutshell

IRB offices require skilled, dedicated, hard-
working staff, and it’s not always easy to find

the right people for the available jobs.
Through years of trial and error of hiring, fir-

ing, and managing staff, one IRB office expert
has developed some best practice strategies.

The first step is to view the hiring process as
an opportunity to find the person who is the best
overall match for the IRB team, rather than sim-
ply looking for the person with the most experi-
ence and technical skills, suggests Tanna
MacReynold, CIP, institutional review office
assistant director of the Fred Hutchinson Cancer
Research Center of Seattle, WA.

“Sometimes there are very good folks out there
who are not trained specifically in this position,”
MacReynold says.

But a great IRB office employee can be created
so long as the person hired has the basic skills of
interacting well with other people, paying close
attention to detail, juggling heavy workloads, and
exhibiting loyalty to employers, MacReynold says.

“I’ve hired folks who were managing activities
at a health club,” MacReynold says. “We brought
them in the door and worked with them as they
learned the system, allowing promotional oppor-
tunities to grow, and they did well.”

Granted, it might take twice as long — six
months instead of three months —- to fully train
a new employee who has limited or no exposure
to an IRB office, but it can be well worth the
investment, MacReynold says.

“I think it’s worth the extra six months so long
as you know upfront that they have a commit-
ment to the institution and want to stay with it,”
she adds.



IRB directors can assess these basic qualities of
social skills, team-playing ability, and commit-
ment to work through the interview process by
following these tips:

• Ask the human resources department to
pre-screen applicants.

Work with the human resources (HR)
department to narrow down your search to 
the people who meet your minimum qualifica-
tions, MacReynold says.

“Our HR department asks us questions to find
out what kinds of things we’re looking for,” she
explains. “We might say, for instance, that we
want candidates with a strong commitment that
can handle the workload.”

The HR department then would know not to
send over candidates who have jumped jobs sev-
eral times in the past few years.

• Read between the lines during job interview.
“I actually, in the interview process, almost try

to talk a person out of the job,” MacReynold
says. “I tell them the most difficult aspects of the
job, and then I invite them in to visually see the
paperwork and talk to other employees.”

MacReynold also gives the job applicant the
number of a staff member to call, and if they
don’t take advantage of this opportunity, she
might see this as a lack of commitment.

Another indicator that the person might not
understand how challenging the IRB job can be is
if he or she doesn’t ask any questions during the
job interview, MacReynold says.

“It seems to me that you would have some
questions about it,” she says.

For the first 20 minutes of the job interview,
MacReynold goes into detail about what the job
will entail. Typically, an HR department employ-
ee will be there to sit in on the interview, as will
an IRB office employee, such as an IRB analyst,
with whom the person hired will be working,
MacReynold explains.

“The HR person allows the analyst and me to
ask questions and conduct the interview, and
then she can pick up on key things to ask in fol-
low-up questions,” MacReynold says. “The IRB
analyst is there to explain what the job is like.”

• Use intuition to bring all input together.
“One of the things I always train is to never

follow your gut, to have standardized questions
and to look for the right answers and the right
references,” MacReynold says. “But you do have
a gut feeling about folks.”

In fact, part of the interview process involves
having the top candidates for the job come in for

a second interview in which they will meet the
IRB team, and this is where the staff’s intuition
comes into play.

“The staff gives me feedback,” MacReynold
says.

Also, a manager’s intuition might be right 
on target when it red-flags the fact that the
prospective employee had some very conven-
ient excuses for not providing a supervisor as 
a reference.

“If you interview someone and they won’t
give an immediate supervisor as a reference, then
turn the person away,” MacReynold says. “I’ve
gotten burned on this issue in the past when
someone we hired used a friend as a reference
and didn’t turn out to be a good match for us.”

Once the best candidate is hired, it’s time 
to continue assessing the person’s suitability 
for the job and their fit with the office team,
MacReynold says.

Whether an IRB director or fellow staff trains
the new employee, it’s good to have weekly
meetings with the new person and make certain
all problems are addressed soon after they arise,
MacReynold suggests.

“We have an open door policy as far as having
staff come in here to ask questions,” MacReynold
says.

If it becomes immediately apparent that the
person isn’t a good fit, then the IRB director can
either work with the rest of the team to turn the
person’s work around or, if nothing is achieved
with these attempts, then fire the person during
the probationary period.

Firing new employees should be done before
the person passes the probationary period,
because if the person isn’t pulling his or her
weight, then the rest of the staff are becoming
less productive as they spend increasing time
talking about the problem, MacReynold notes.

“The staff should trust management, and
that’s really hard,” MacReynold says. “So you
have to do everything you can to help the person
succeed at first, because it’s expensive to let
someone go.”

But if it just doesn’t work out, then the director
should make a clean break.

And the firing should not be a surprise to any-
one, including the new employee.

“When you see a problem with an employee,
you have to let him or her know they have a
problem, and document what you’ve said and
done about it,” MacReynold says.

In some cases, the person will succeed after
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being given some additional tools needed to get
the job done, she notes.

“You can make sure someone with seniority in
the office provides the person with the informa-
tion needed to get the job done,” she says. “I try
to pair people up, so I’ll have a senior person
available for the new employee to see if he or she
has any questions.”

The senior employee then has ample opportu-
nity to assess the new employee’s teamwork,
attitude, and disposition, MacReynold adds.

Even when an IRB director’s staff are working
at their best, and the team is strong, it’s impor-
tant to continue to manage employees, keeping
an eye on morale, MacReynold says.

Burnout can occur even among the best office
situations.

Some ways to prevent it include creating a
flexible work environment in which staff can
move into different positions in the office, includ-
ing both lateral moves and promotional moves,
MacReynold says.

For example, one employee in MacReynold’s
office had been there for a long time, so man-
agers decided to let her and the other employees
mix and match duties to make the work a little
more exciting for everyone, she says.

“The team worked out since we wanted them
to be part of changing and enhancing their jobs,”
MacReynold says. “And it turned out to be a
great change in their office.”

Other ways to improve and maintain morale
are to reinforce the team and provide both per-
sonal and group positive feedback, MacReynold
says.

“A strong team can keep morale up because if
one person is overloaded and feeling down, then
in a strong team, someone else will rise to the
occasion and say, ‘Can I help you? What can I
do?’” MacReynold explains.

An IRB director might also make announce-
ments in team meetings about an individual’s
exemplary effort or the team’s great work.

“Or you might try to obtain a pay raise for
someone who is an amazing performer in their
tasks,” MacReynold says. “Just acknowledging
people and what they’re doing can help morale.”

Finally, effective managers typically have their
institution’s support, MacReynold says.

“I work in a place that’s wonderful about that
and is very supportive of the IRB office,”
MacReynold says. “It’s very important for a
manager to know they have that support from
the institution as a whole.”   ■

IRBs combine to better
use resources, expertise
Ensure social-behavioral researchers aren’t in the cold

As many IRBs rethink their organizational
structure to provide for more efficient

review, some decide the time is right to create a
second IRB and divide their studies into different
areas of expertise.

At Washington University in St. Louis, MO,
they did just the opposite. They took separate
IRBs from two campuses and combined them
under one organization. In the process, biomed-
ical and social-behavioral studies, which had
been for the most part separate, now were under
the same umbrella.

It’s proved to be a successful strategy — so
successful that the institution recently was 
honored by the Health Improvement Institute
with its Award for Excellence in Human
Research Protection, best practice division.

Prior to the consolidation, Washington
University maintained separate IRBs at its main
campus and at its medical school three miles
away. The main campus IRB handled social-
behavioral research, while the medical school IRB
handled both biomedical studies and a small
number of social-behavioral studies, mostly in
psychiatry, occupational therapy, and physical
therapy.

Rose Walker, executive director of the univer-
sity’s Human Research Protection Office (HRPO),
says a major impetus for the consolidation came
during the university’s accreditation by the
Association for the Accreditation of Human
Research Protection Programs (AAHRPP) in 2004.

“When AAHRPP did their site visit, they were
confused by our organizational structure,”
Walker says. “As part of their review, they rec-
ommended that communication between the two
IRB offices improve. They commented that it was
apparent that there were applicable resources
available such as guidance, education, and check-
lists that were not utilized due to the lack of
awareness.”

Marjorie Speers, PhD, executive director of
AAHRPP in Washington, DC, says that while
she’s seen some institutions separate their IRBs
and others join them together, recently the trend
has been toward consolidation.

“What they’re finding is there are really more
similarities than differences,” she says. “A uni-



versity is one unit. Even if it has multiple cam-
puses, it is one university, and so there is a ten-
dency to want to have one set of policies and
procedures so there is a consistent message.”

She notes that with the advent of greater com-
munications technology, even far-flung campuses
can operate as one unit without difficulty.

Faculty committee formed
Washington University officials considered the

AAHRPP recommendations and saw a number
of advantages to consolidating the two IRBs. 
The merger was viewed as a step toward further
improving Washington University’s already
nationally recognized IRB system and to achiev-
ing higher levels of responsiveness and effective-
ness in protecting research participants. 

In addition, it would make the resources of 
the medical school IRB, which had a substantially
larger staff, more readily available to the main
campus. An unanticipated benefit was the sharing
of the social-behavioral expertise of investigators
at both campuses to review research studies
within their specialty.

Walker says a 2005 reorganization at the med-
ical school IRB further pointed the way toward
an eventual consolidation with the main campus
board.

“The sense was that with the changes that
were made, the reorganization would support
the consolidation,” she says. “So in July 2005, the
chancellor sent a letter to all the research faculty
and staff and announced an initiative would be
started to consolidate both IRBs.”

To begin the process, the university eliminated
its separate federal-wide assurance from the U.S.
Department of Health and Human Services for
the main campus, says Geralyn Fisher, manager
of behavioral expedited review.

“Now, we have one FWA, so we operate under
one set of policies and procedures,” she says.

Philip Ludbrook, MD, previously the chairman
of the medical school IRB and now executive
chairman of the HRPO, next brought together a
faculty committee with behavioral researchers
from both campuses to begin developing the best
model for review of that research.

Many of the researchers came to that meeting
with concerns about what consolidation would
mean for them, Walker says.

“Behavioral scientists had major concerns that
all of the rules that we applied to the more risky
biomedical research would be applied to them,”
she says. “That they did not want to complete an

application that had a lot of questions that didn’t
pertain to their research.”

Walker says the researchers also were con-
cerned that they could get lost in the crowd,
because the medical school investigators are
responsible for initiating the largest percentage 
of research studies at Washington University.

“We took a lot of time and expended consid-
erable effort to make sure that we understood the
differences between biomedical and social-behav-
ioral research,” she says. 

She also credits Sandra Hale, PhD, formerly
chairwoman of the main campus IRB and now
chairwoman of the university’s behavioral mini-
mal risk subcommittee, with helping gain the
trust of the main campus researchers in moving
forward with a consolidation.

“She has a tremendous amount of respect and
a good track record with the faculty at the [main]
campus,” Walker says.

A dramatic realignment
Hale says that despite the initial worries of 

the social-behavioral researchers, they’re now
pleased with the final product. 

As a measure of their comfort level, they
ended up endorsing a model of IRB review that
called for a dramatic realignment in the way the
IRBs were constituted and run.

• The new HRPO oversees 10 full board IRB
committees (the same number the medical school
had before the consolidation).

• All boards have behavioral members, and all
can review behavioral research, although one
committee has been created to have extra expert-
ise in different types of behavioral research, and
researchers can request that their proposals be
reviewed by that board.

• There are now two minimal-risk subcommit-
tees — one for biomedical research and one for
social-behavioral research — that review exempt
and expedited studies. Previously, behavioral
studies did not have their own minimal risk sub-
committee, Fisher says.

“We presented four models, each with pros and
cons, and the faculty group unanimously agreed
that the best solution was number four — to our
surprise,” Walker says. “We actually didn’t think
that they would choose model four because it is
the most dramatic change. We thought they
would want to maintain some of the things that
were already in existence at [the main campus].

“We were happy because we thought it was
probably the best model, but we were willing to
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work with the faculty committee to develop 
an implementation strategy for the preferred
model.”

Hale says the inclusion of a special “extra-
strength, extra-breadth” board on behavioral
research helped reassure researchers at the main
campus that they would have an option that was
somewhat familiar in an otherwise unfamiliar
process.

“This was especially true for the main campus
folks who thought, ‘I’m not so sure I want my
full review going to a bunch of people who don’t
even know who I am,’” she says. “So by desig-
nating this committee, you can ask that your
behavioral research go to that committee, with
the recognition that if it has to go back, it could
take another month.”

Ironically, she says, no one has yet requested the
committee’s full review, in part because most stud-
ies from the main campus (97 percent during the
2005-2006 fiscal year) are exempt or expedited. 

“But I expect that when someone in my psy-
chology department wants to do a study with
deception, involving confederates, or with other
things that make people worry about risk, when
one of those comes along, the committee will 
be requested,” Hale says. “We just haven’t had
that yet.”

Ludbrook notes that the increased caseload
from the consolidation hasn’t caused problems
for the 10 full-board committees, despite the fact
that most members have little social-behavioral
research experience, since most of the social-
behavioral studies have gone to the minimal risk
review subcommittee.

eIRB helps smooth the way
Hale and Walker say another factor in the suc-

cess of the consolidation was the simultaneous
roll-out of a new electronic IRB submission
process, which the social-behavioral researchers
have embraced wholeheartedly.

“I think it helped to assure the behavioral sci-
entists that we value their research and take the
differences into consideration,” Walker says. “I
think that eIRB development really helped pave
the way and made the transition easier.”

Hale notes that members of the behavioral
minimal risk subcommittee can also review stud-
ies online, which minimizes the amount of travel
between the two campuses.

She says that only she and Fisher must ferry
back and forth frequently.

“Gerri already was at both campuses, so I’m the

one person who has to be at both campuses more
than I used to be,” Hale says. “And as it turns out,
I live just a couple of blocks from the medical
school campus, so it really has worked out.

“If only two people have had to do a lot more
back and forth, that’s not a terrible burden,” she
says.

Hale says that members of the former main
campus IRB have expressed excitement about the
new arrangement, although she admits to having
encountered a little culture shock herself when
serving on a board that reviews both behavioral
and biomedical studies.

“I came to meetings, and instead of there
being three items on the agenda — and I had
been warned about this — there were 15 items,”
she says. “And 12 of them were studies where
people could die! I was certainly not used to that.”

“And the speed with which they were gone
through was very different. When you only have
three items on an agenda, and you’re only meet-
ing three or four times a year, you can take your
time.”

The Washington University officials say that
the key to the success of this consolidation was
securing buy-in from those who would have to
use the IRBs — particularly the social-behavioral
researchers from the main campus, who easily
could have been swallowed up by the larger 
biomedical IRB structure.

“If you’re going to take a medical institution
that’s primarily biomedical research and you
bring in this smaller group, you have to make cer-
tain that they are treated well, that they’re respect-
ed and that their point of view is respected,” Hale
says. “If you have an administration who recog-
nizes that, it will make all the difference.”

Fisher says that administrative support was
demonstrated from the top, by Ludbrook’s cre-
ation of the faculty advisory committee, and by
the eIRB development process, which ensured
that the needs of social-behavioral researchers
were taken into account.

In fact, Hale says, for the period that she
helped work on the eIRB project, she was given 
a complete course reduction to give her the nec-
essary time to concentrate on it.

“So for a year, while we built this system, I
was available for the innumerable meetings that
were required,” she says. “It takes a long time to
go through — you need to ask the questions that
need to be asked of all researchers, and then
branch off appropriately depending on the kinds
of research.



“If I hadn’t had that kind of course release, 
I would have had to make it a lower priority,” 
Hale says. “They made it possible for me to do that.”

Speers agrees that when two differing IRBs
consolidate, they need to be treated as equals
within the new structure accommodating both.
She supports the idea of a committee represent-
ing both campuses that can have a say in policies
and procedures.

Speers says that Washington University’s
experience is a good example of how accredita-
tion can help an institution take a critical look at
its program and use that process to improve.

“They had an excellent human research protec-
tion program, and as a result of going through
the accreditation process and continuing to work
on accreditation, they’ve made changes that will
make it even more effective,” she says.   ■

Placebo trials require
special care by IRBs
Standard of care, crafting informed consent are key

Many IRBs rethink their organizational struc-
ture to provide for more efficient review;

some decide the time is right to create a second
IRB and divide their studies into different areas
of expertise.

The ethics of approving a placebo-controlled
clinical trial can be tricky for IRBs. While a trial
that employs a placebo can provide scientifically
valuable information, IRBs must weigh the poten-
tial harm of leaving a patient with a medical con-
dition untreated during the course of the study.

As the number of drugs available for previously
untreatable conditions continues to increase, it
would seem logical that the number of placebo-
controlled trials would decrease.

But Ana Iltis, PhD, an ethicist at St. Louis
University, St. Louis, MO, says that’s not neces-
sarily the case. The particulars of available treat-
ments, FDA requirements, and even the possible
risks of an active-control trial can all lead re-
searchers to believe that a placebo is warranted.

“For example, if you’re doing an active-control
trial, do you need to involve a much larger num-
ber of subjects? Is it going to take a much longer
amount of time to have data?” Iltis says. “There’s
also been debate over when the FDA requires
placebo controls. So there are some scientific
questions at stake, too.

“Those I think are the most challenging cases,
where we really have to ask questions about
whether that’s appropriate.”

Clinician vs. investigator
Iltis says the IRB she serves on at St. Louis

University does review placebo-controlled stud-
ies and has, on occasion, rejected them, even
after researchers have attempted to justify them
or to add additional safeguards.

She says that one important ethical concern
about placebos is a duty to provide care, which 
is particularly important when physicians are
enrolling their own patients in a study.

“I don’t think patients generally see their
physician as an investigator — it’s their doctor,”
Iltis says. “And I do think there tends to be a
recognition that the physicians involved in these
cases, by and large, are not only researchers, but
somebody’s clinician, and you need to account
for that in deciding whether or not a placebo
control is appropriate.”

She says it can be difficult for an IRB to judge
what the standard of care is for a condition, par-
ticularly if standard treatments are not very effec-
tive or have serious side effects.

“They’ll say, ‘We have standard treatments,
but they don’t work,’” Iltis says. “When you’re at
an IRB and you’re given that kind of answer and
you don’t have the expertise yourself, it’s hard.”

Pregnant subjects can bring an added degree
of difficulty to the decision-making, simply
because there has been so little research done
with them. “So, there are a lot of unanswered
questions. You may know what the standard of
care is, but it hasn’t been tested.”

When confronted with a placebo-controlled
study, Iltis recommends asking very detailed
questions about the standard treatment.

“Is there a standard intervention available?
Sometimes the answer is ‘Yes, but . . . it’s really
burdensome, it’s not that effective, and it has
really bad side effects.’

“Then I ask, well, if you had a patient who
rejected this [standard] treatment, what would 
you do? Would you say OK? Would you insist that
no, no, no — you have to get this?”

If a physician would be comfortable with his
patient declining the standard treatment, then
Iltis says the use of a placebo is less problematic.

“But if you say, ‘I would never let somebody
just altogether reject this treatment,’ then I think
you’ve got some real concerns about a placebo,”
she says.
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Bringing in experts
Iltis says it’s important for an IRB to have 

sufficient depth of expertise on the disease being
studied. 

“And this is always an issue because often the
people with the expertise are on the study and so
they have a conflict,” she says. “If you can’t
answer it within your own IRB, then you start
asking questions.”

In addition to tapping experts within the insti-
tution for help, Iltis says her IRB has actually
paid for outside expertise to help better under-
stand a study.

“Because everybody at the institution was on
the study, we took their word for whatever we
could, but at some point, we felt like there was
an obligation to go beyond that,” she says.
“Even after people with medical expertise on the
IRB had gone out and done their homework, we
were still left with pretty significant questions
and didn’t feel comfortable proceeding based on
just what they knew.

“And that’s another piece of it — IRB members
have a responsibility of doing due diligence and
going out and looking. But sometimes that’s not
enough. And knowing your limits is really
important.”

In cases where placebo is found to be justified,
Iltis says the researchers often must put in safe-
guards, such as physician rescue provisions, to
prevent serious harm to the subject as a result of
going untreated too long.

“This often happens with studies of diabetics
— you’ll say, ‘At what level of hemoglobin A1c
are you going to pull them out?”’ 

Another safeguard would be to keep the trial
as short as is feasible, so the patient is not poten-
tially off medication long enough to cause lasting
harm.

“If you have somebody who’s had a disease
for maybe 10 years now, and it hasn’t been treat-
ed and it’s just been caught, what’s another six
weeks without treatment?” Iltis offers as an
example.

She says that in any case, informed consent
documents in placebo-controlled trials must

clearly spell out that some subjects will receive
placebos, what that means, and that there are
alternative treatments that a patient could pursue
outside the study.

“The alternatives should always be spelled
out, but there’s some debate about how much
they should be spelled out,” Iltis says. “Is it OK
to say, ‘There are alternative treatments and your
doctor can discuss these with you?’ Or should
you list them in detail?”’

“I’m an advocate for listing at least some detail
because I think people need to know that.”

But Iltis says there’s a limit to how much detail
is appropriate.

“To be honest, there are cases where the inves-
tigators want to include the downfalls of standard
treatments in the research consent forms, and I’ve
typically seen that discouraged,” she says. “Some
people have seen it as a way  of trying to tell peo-
ple the standard really isn’t very good, that you
ought to be in research instead.”   ■

■ Improve work 
management issues

■  Check out 
these strategies 
in compliance 
investigations

■ Train staff on 
continuing reviews,
amendments, 
violations

■ Children's hospital
creates online educa-
tion for parents of 
subjects

■ Community-based
participatory research
process raises prob-
lems in one study

COMING IN FUTURE MONTHS

CE/CME Objectives 

The CE/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 require-
ments regarding informed consent and human 
subject research.

Physicians and nurses participate in this medical
education program by reading the issue, using the
provided references for further research, and study-
ing the questions at the end of the issue.

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

After completing this activity at the end of each
semester, you must complete the evaluation form
provided and return it in the reply envelope provided
to receive a letter of credit. When your evaluation is
received, a letter of credit will be mailed to you.
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9. According to the new guidelines published by the
OHRP, unanticipated problems are any incident,
experience, or outcome that meets which of the
following criteria?

A. It is unexpected in terms of nature, severity, or
frequency

B. It is related or possibly related to participation in the
research and there is a reasonable possibility that
the incident, experience, or outcome may have been
caused by the procedures involved in the research

C. It suggests that the research places subjects or
others at greater risk of harm, including physical,
psychological, economic, or social harm than was
previously known or recognized

D. All of the above

10. The new guidance by OHRP about unanticipated
problems and adverse events states that an
adverse event is used very broadly and meets
which of the following definitions?

A. An adverse event is any untoward or unfavorable
and unexpected medical occurrence in a human
subject that may be associated with the subject's
participation in the research

B. An adverse event includes any untoward or
unfavorable medical occurrence in a human subject,
including any abnormal sign, symptom, or disease,
temporally associated with the subject's participation
in the research, whether or not considered related to
the subject's participation in the research

C. An adverse event includes any anticipated medical
occurrence to a human subjects research subject that
involves physical, emotional, or psychological harm

D. None of the above

11. When placebos are used in a clinical trial, which of
the following is not a recommended safeguard to
protect participants?

A. Physician rescues provisions
B. Designing the trial to be as short as is feasible
C. Discussion of alternative treatments in the

informed consent documente
D. Detailed discussion of the possible risks of the

standard treatment in the informed consent
document 
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