
Prop 71 opens doors to stem cell 
research; IRBs look for guidance 
California’s $3 billion bond initiative re-energizes discussions

More IRBs are being drawn into the complex and controversial
world of human embryonic stem cell research.

While the amount of research so far has been limited by the restric-
tions imposed on federally funded research by President Bush in 2001, it
already has raised ethical and practical issues for review boards: Whose
interests are the IRBs supposed to protect? When do those donating 
the materials — either eggs and sperm or embryos themselves — get
treated as human subjects needing protection? And how do you put
regulatory limits on a field of research whose scope may not be fully
known yet? 

Nowhere are these questions more pressing than in California, where
voters last November approved Proposition 71, a $3 billion ballot initia-
tive designed to provide state funding for embryonic stem cell research,
and to attract it to the state. The state will sell general obligation bonds
to cover the costs of the research.

By California law, institutional review boards must review all human
stem cell research, and the proposition passed in November states that
standards for review of research will be established, generally based on
IRB standards promulgated by the NIH.

But some officials at research institutions in the state say they worry
that the funding will come before more detailed guidelines do, leaving
them scrambling for guidance.

“I communicate with other IRB directors at other [University of
California] campuses,” says Tony Perez, director of human research
protections at the University of California, Davis. “We’re all pretty
much in the same state in that we see something potentially coming
down the pike that we’re definitely going to have to deal with, and it
could be very large; but right now there’s a large unknown.

“We don’t know what guidelines to apply. We don’t know exactly
what we’re supposed to review [stem cell research] for other than what’s
required under the Common Rule; and we don’t know the volume yet
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until the dollars start getting doled out.”
The state of California was to have developed a

set of guidelines for reviewing stem cell research
by Jan. 1. As of last month, members of an advi-
sory committee designated to draw up those
guidelines had just been chosen and were in the

process of being notified, says Lea Brooks, chief of
the public information section for the California
Department of Health Services in Sacramento. 

Meanwhile, the committee created by
Proposition 71, the Independent Citizens
Oversight Committee (ICOC), will create its
own guidelines. Fiona Hutton, spokeswoman
for the Emeryville, CA-based ICOC, says initial
standards will be adopted based on existing
NIH guidelines. Permanent guidelines will be
developed later, based on a number of sources,
including a set of guidelines that were to be
released this past month from the National
Academies of Science.

Issues are ‘complex, intriguing’

R. Alta Charo, JD, professor of law and
bioethics at the University of Wisconsin Law
School in Madison, says there are many facets 
of human embryonic stem cell research that fit
neatly within the IRBs’ existing experience —
most notably the donation of biological materials
for the stem cell lines.

“Most typically, that will be people donating
excess embryos,” she says. “It will less frequently
be people donating eggs, sperm, or somatic cells
so that you can deliberately make an embryo for
research, whether by [in vitro fertilization] or by
cloning.”

She notes that IRBs have long experience in
evaluating the recruitment of research subjects —
in this case, the donors — to ensure they’ve been
recruited ethically, that the medical and social
risks have been explained, and that they haven’t
been paid for the materials, although reimburse-
ment of expenses is allowed.

“So the IRBs, with regard to recruitment of
donors of biological materials, are in very famil-
iar terrain,” Charo says. “They’ve been doing it
for years.”

But she calls the situation involving donations
of existing embryos “a little more complex and
intriguing.” If a couple has leftover embryos
from in vitro fertilization efforts and a researcher
approaches them to ask them to be donated, are
the donors truly research subjects?

“This conversation [asking the couple for the
donation] is really the only interaction that the
researcher has with the donors — it’s a consent
conversation only,” she says. “There’s no physical
interaction. We’re not taking new materials from
them; we’re not poking or prodding them. In this
situation, where the only interaction is the
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request to use the materials, the donors are not, 
in fact, considered research subjects. That’s the
interpretation of OHRP.”

Charo says the only situation in which the
couple would technically be considered research
subjects is if they are asked for private medical
information, which triggers both research protec-
tions and privacy concerns under HIPAA.

She says the interpretation creates “a kind of
weird world in which people are moving in and
out of the category of research subjects. They can
be a research subject in one moment and not in
another because of the way the information’s
being handled.”

Despite this gray area of IRB responsibility,
Charo says IRBs will always review such
research, to err on the side of caution. 

“In most cases, medical information does need
to be collected from the donors so that the medi-
cal information can be connected to the embryos
and the resulting stem cell lines,” she says.
“That’s especially true if you expect those stem
cell lines to be eventually used to develop trans-
plantable tissue, because the FDA regulates trans-
plantation and it generally wants a complete
medical profile of the tissue that’s going to be
transplanted. That would mean that these people
are research subjects — the HIPAA protections
apply, the research protections apply, the IRB
review applies.”

She says that doesn’t mean that all subsequent
work with those stem cell lines have to go to an
IRB, since usually the information is coded in a
way that effectively renders its origins anony-
mous. “The medical information stays, but the
identity of the donors is dropped.”

Aside from concerns of medical information
from the donors, Charo says there currently is dis-
cussion as to whether IRBs also should look at the
lab research itself, to ensure that it is being con-
ducted ethically. She says some research falls
through the cracks of the existing oversight com-
mittees — they’re not covered by institutional
biosafety committees, or animal care committees.

“Here, some people have said that the IRBs
need to look at the lab research, too,” she says.
“But keep in mind: The IRBs in this case really
have no expertise. They look at the protection of
human subjects, they don’t look at the science,
except to the extent that it’s part of the analysis of
the risks and benefits to research subjects. So this
is an area in which bringing in the IRBs — if peo-
ple want to do that — may require new areas of
expertise.”

One answer may be to require IRBs to create
special committees that advise them on such
issues. Another may be a completely new type of
oversight committee, such as the kind created for
recombinant DNA work, Charo says.

Preparing for new studies

So what should IRBs, particularly in California,
do while all of these issues are being hashed out?

Currently, at UC Davis, officials have been tak-
ing what steps they can. Lynne Chronister, MPA,
associate vice chancellor for research, says her
institution has written a policy that specifically
states all embryonic stem cell research must be
reviewed by the IRB.

Perez says he’s talked in general terms about
the situation with his IRB chairs. “Everybody
knows something’s coming; and if we need to
react fast, whether it’s to create another commit-
tee to handle the volume, or maybe designate
some committee members for expedited review,
we’re prepared to do that.”

He plans to look for members who have specific
expertise in stem cell research, and to consult with
outside experts if necessary. Chronister notes that
they’ll need to update training for all IRB members
who have to deal with stem cell issues.

“The bigger problem I see is the volume — that
we may not have enough experts to deal with it,”
Perez says. “We would like to keep it within the
institution, but if we need to, we may have to
turn outside if we need that level of expertise on
a particular protocol.”

Charo says other IRBs watching California and
wondering what they’ll be asked to take on in the
future would do well to beef up their understand-
ing of an area they’re already responsible for —
protocols that involve the collection of biological
materials such as tissue, blood, and urine.

“Many IRBs are still very confused about how
to analyze these situations, how to analyze the
presence or absence of an actual human subject,
how to evaluate the significance of the informa-
tion being collected from the human beings and
how it’s packaged and travels or doesn’t travel
with the biological materials. This has been a
source of confusion for many years,” Charo says.

Charo served on President Clinton’s bioethics
commission, which wrote a report with recom-
mendations for IRBs on use of biological materi-
als. She says there is significant federal guidance
available to IRBs, but not every IRB has actually
dealt with the issues.
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“Until you’ve dealt with it, you don’t realize
how confusing it can be,” Charo says. “And yet
the issues raised by work with human biological
materials are very close to some of the issues hav-
ing to do with recruitment of embryo, egg, sperm,
and somatic cell donors.

“So if there’s one area where I would say IRBs
need to get up to speed, it would be generally with

the field of human biological materials,” Charo
says. “It will help them with the next generation of
genetic epidemiology, a lot of which has to do with
looking at tissue banks and scanning for mutations
and frequencies. And it will help them in evaluat-
ing the recruitment process and the significance of
the research that results from stem cell lines devel-
oped with recruited material.”  ■
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CALBIO summit considers 
implications of Prop. 71 

Individual states, including California, Illinois,
Massachusetts, New Jersey, New York, and

Wisconsin, now are moving forward to fill 
the funding gap for stem cell research. So far,
California leads the pack — voters approved a
$3 billion bond measure for stem cell research in
November. 

A state institute is being created to allocate
funding to California stem cell scientists. It is
expected that grant applications will be avail-
able in May. Meanwhile, California research
institutions already are jockeying for position.
In late March, the University of California at
Los Angeles, for example, announced the for-
mation of a campuswide stem cell institute to
study stem cell applications, particularly in
HIV, cancer, and neuroscience research.
Upfront cost to UCLA: $20 million. 

Stem cell research’s California windfall was
one of the things discussed at CALBIO summit
held in March. 

In a session titled “Stem Cell Research and
Proposition 71: Implications for California,”
several speakers stressed the versatility of stem
cells — not in the usual scientific sense of being
able to adopt many different cellular fates, but
also in terms of knowledge- (and revenue-)
generating applications. 

“In a sense that is not lost on a room like
this, stem cells are an enabling technology,”
says Larry Goldstein, professor of cellular 
and molecular medicine at the University of
California at San Diego. “They are like recom-
binant DNA in that they have many applica-
tions — more than I can imagine. Some of them
will probably be imagined by some of you in
this room.” 

As an example, Goldstein names the

generation of pure populations of specific cell
types to test hypotheses about disease genera-
tion, and develop and test drugs. Animal test-
ing, he explained, by its nature, administers the
drug and studies its joint effect on many differ-
ent cell types. “Right now, a lot of research is
done on animal models. I’d love to see more of
those compounds get tested on human cellular
models of reasonable purity before they enter
the clinic,” Goldstein says. 

Ethics, policy and regulatory issues were dis-
cussed at the forum as well. Mary Deveraux,
director of biomedical ethics at the University
of Southern California, pointed out that the
passage of Proposition 71 has changed the
focus of the ethical debate. While that debate
used to center around the moral status of the
embryo, “California voters have decided by a
significant margin, though certainly not unani-
mously, that we are going to set aside that issue
to explore the promise of stem cell research,”
she said. The new ethical issues are concerned
with how to conduct that research in the mid-
dle ground between industry’s need for profit
and the expectations of the public that has
funded the research. 

In a sense, the issues appear to be similar to
those facing academic researchers in other
fields. Deveraux noted the importance of full
disclosure of conflicts of interest and the expec-
tation of the public that its $3 billion invest-
ment will lead to access to stem cell medicine at
reasonable prices. In the area of results disclo-
sure, too, she named an issue that will sound
familiar to those conducting clinical trials, as
well as the scientific academic community —
that to be able to evaluate an approach, it is
necessary to have access to negative as well as
positive results. 

“It’s a part of research to show that certain
paths are not ones we want to continue down,”
Deveraux said. “And that, in itself, is a kind of
positive result.”  ■



Hospital’s e-learning tool 
teaches informed consent
Video demonstrates eliciting consent

The Medical College of Wisconsin is enlisting
technology in the task of teaching investiga-

tors — and research participants — about the
importance of obtaining truly informed consent
in clinical research.

The effort, which was funded by grants from
the NIH, goes beyond improving consent docu-
ments, says William R. Hendee, PhD, senior
associate dean and vice president of the college
in Milwaukee.

“We said having an adequately prepared
informed consent is only half the issue,” Hendee
says. “The other issue is the process with which
you elicit informed consent. Not only what the
patient signs, but also how do you go about the
process? And we realized that was also flawed in
our institution and probably in all institutions,
because there’s not adequate guidance.”

The college has put together web-based instruc-
tional materials, with videos embedded in them,
showing good and bad ways of eliciting consent
from prospective research subjects. The web mate-
rial is scheduled to be available on-line — both to
researchers at the college and to those outside the
institution — after May 1.

Hendee says the college decided to focus on
informed consent, believing it to be one of the
most problematic areas in the whole clinical
research process. 

“We could see this when applications were
coming into the IRB that would include the
informed consent documents,” he says. “Those
were oftentimes the reasons the applications were
returned by the IRB to the investigator, because
the informed consent documents were not pre-
pared adequately.”

NIH grants funded project

Hendee says concerns about the documents
prompted his group to use an NIH Human
Subjects Research Enhancement Award to pre-
pare guidance on how to prepare informed con-
sent documents. That guidance was put up on the
college’s web site for researchers to consult.

But Hendee says it also was clear from audits
— in which researchers were observed recruiting

patients for clinical research — that the process of
obtaining informed consent was flawed as well.

“It really wasn’t that people were trying not to
obtain informed consent or they were being derelict
in their responsibilities,” he says. “It’s just that there
are good ways and bad ways to communicate with
people. There are ways to recognize when some-
body’s understanding what you’re saying and
when they’re not. And there are places to obtain
informed consent and places that are not appropri-
ate. People just didn’t think.”

So the college sought, and received, a second
NIH award to improve that process as well,
through educational materials. Again, text
would be made available on-line explaining the
process of obtaining informed consent. But this
time, embedded in the text, would be links to
short video clips, or vignettes, showing a staffer
either properly speaking with a patient or doing
so improperly.

For example, one vignette shows a physician
speaking with a potential research participant in a
crowded hallway, with people walking past. The
physician repeatedly stops the conversation to
speak with other people in the hall. The patient
appears distracted. A second clip shows a meeting
in a more private and less distracting environment.

In another set of vignettes, a physician dis-
cusses the risks of participation in a study. 
The first clip has her speaking rapidly and
using a lot of medical jargon, with the patient
looking dumbfounded. The second has her
explaining the study more coherently, and even
drawing a picture when the patient asks for
more elaboration.

Other issues covered include recognizing low
literacy in a patient, identifying patients with par-
ticular vulnerabilities and establishing realistic
expectations of the study. 

“We’re trying to model good ways and poor
ways, and we’re using our own experience in this
to identify problem areas and how they can be
resolved,” Hendee explains. 

The vignettes were filmed using staff at the
hospital, and are used not only to educate investi-
gators, but also in the informational web materi-
als for prospective research subjects.

The subjects also will see both good and bad
examples of informed consent, to give them an
idea of what they should expect, Hendee says.

“We do show them a couple cases of compari-
son where it’s not well done,” he says. “I think
it’s good for the participant to see,” noting that it
helps a subject recognize when he or she should
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ask for more information.
The second NIH award required that the project

be of use not just to a specific institution, but to the
research community at large. As part of meeting
that requirement, the college is disseminating the
web instructional materials to other institutions,
through various networks of researchers and ethi-
cists, Hendee says. Although the primary focus 
is on institutions in Wisconsin, other institutions
can access it after May 1 via the college’s web site,
www.mcw.edu/mcwhrpospecialprojects.

Hendee says the project was the work of a
steering committee that included IRB members,
investigators, patients and community members,
including a research subjects advocate who also is
a chaplain. 

The committee split into groups that worked
on various aspects of the project — identifying
aspects of informed consent on which to focus,
preparing the text, producing the video vignettes,
and one committee that looked at the project as a
whole.

Get buy-in going in

Hendee says institutions wishing to do some-
thing similar in their own organization should
seek to get the support of groups such as investi-
gators and participants by going to them at the
beginning of a project.

“You poll the investigators and the [clinical
research coordinators] to see what are some of the
issues and the problems they are running into in
soliciting informed consent,” he says. “The pro-
ject becomes something that they’ve contributed
to at the beginning, so there’s more of a buy-in
than if you try to do something independently
and just spring it on everybody.”

Hendee says each institution has to arrive at
the best way to educate its own researchers.

“We’re pretty directive here, in expecting
investigators to do things pretty much accord-
ing to the book,” he says. “Our investigators
don’t object to that, but I can see in some insti-
tutions, where they’ve had a lot more freedom
to operate in the way that they want to, they
might be resistant to being guided in the way
we’ve done here.

“So I think you’d have to tailor this to the way
the clinical research programs work in individ-
ual institutions,” Hendee says. “But chances are,
the problems that we uncovered aren’t going to
be much different from the problems at any
institution.”  ■

Review warning letters 
to prepare for audits
Letters can show what FDA is looking for

Asurvey of warning letters sent to IRBs by the
FDA shows that most of the offenders were

deficient in some of the most fundamental areas
of responsibility — failing to have or follow ade-
quate review procedures and failure to maintain
adequate documentation of IRB activities.

The survey, published in the December issue of
the journal Clinical and Investigative Medicine, looked
at 7½ years’ worth of FDA warning letters. It found
that most of the 52 IRBs that received them were
warned about more than one violation.

While the total number of IRBs who were
issued such letters could be seen as small, the
authors argue that their contents “consistently
indicate weaknesses in the review and documen-
tation activities of audited IRBs, potentially sig-
naling similar issues among all IRBs across the
United States.”

The study notes that it reported only the viola-
tions reported by the FDA, and did not attempt to
investigate the validity of the findings.

One of the study’s authors notes that examin-
ing such warning letters can be a good way to
educate IRB members who’ve never been audited
as to what the FDA is looking for in audits and to
alert them to areas that should be carefully moni-
tored within their own institutions.

“If they saw some of these letters — not that
they don’t take their job seriously already — but
the point would really be driven home on how
serious their job is and how seriously the FDA
takes their job,” says Katrina Bramstedt, PhD,
bioethicist and director of the General Clinical
Research Center’s Research Subject Advocacy
Program at the Cleveland Clinic Foundation.

“This wasn’t necessarily designed to poke fin-
gers at poorly performing IRBs per se, but really
it’s an educational piece, asking, ‘How can IRBs
be helped?’”

The study grew out of a similar review of FDA
warning letters to clinical investigators, Bramstedt
says. She says she uses such letters as part of her
education of principal investigators about research
ethics.

“If you just tell them all about the [Code of
Federal Regulations] and all the rules and the
regs, it’s really boring, and it just kind of rolls off

54 IRB ADVISOR / May 2005



the top of their heads,” Bramstedt says. “But if
you show them warning letters, they really sit up
and take notice. Then they see, wow, this stuff is
real. It’s not just a law in a book, this is what hap-
pens when these people come in and audit you.”

Most issued to hospitals

FDA warning letters are posted on the agency’s
web site at www.fda.gov/foi/warning.htm. As
Bramstedt reviewed warning letters sent to clini-
cal investigators for her previous study, she also
noticed letters being sent to IRBs, and decided to
examine them as well. She searched the warning
letters database by using the terms “IRB” and
“institutional review board.”

According to a 1998 report by the Office of the
Inspector General, the FDA conducts about 200
audits a year of IRBs. The purpose of the audits is
to determine whether IRBs are following both
federal regulations and their own internal operat-
ing procedures. 

In reviewing warning letters from January 1997
through July 2004, Bramstedt found 52 issued to
IRBs. Of that number, 34, or 65%, were issued to
medical centers or hospitals, compared to nine
each (or 17% each) sent to university IRBs and
private IRBs. 

Bramstedt says she’s unsure why medical cen-
ters and hospitals received so many more warn-
ing letters. 

“It could be that there are simply more medical
center IRBs than university ones,” she says. “It
could be that more medical centers are audited
compared to the others. It’s hard to know because
you don’t have the baseline to go by. It would just
be guessing.”

The most common regulatory violation
reported in the warning letters was the failure to
have and follow adequate written procedures on
how the IRB is to conduct reviews of research —
50 of the 52 letters, or 96%, cited this violation.
The second most common, failure to prepare and
maintain adequate documentation of IRB activi-
ties, affected nearly as many IRBs — 47, or 90%. 

The study argues that the violations alleged by
the FDA are not merely perfunctory recordkeep-
ing issues.

Having and following adequate procedures
ensures that the projects are all reviewed in the
same way, the study notes. This is important not
just to the scientific integrity of the research, but
also to safeguard the health of participants, in par-
ticular the treatment of vulnerable populations.

As for the documentation requirements, the
study notes: “This is serious. Such records are piv-
otal in cases of research controversy [e.g., who did/
did not vote, the vote results, research changes
requested and their rationale].”

Other violations reported in the warning letters
included failure to provide adequate initial
review and continuing review of studies (11 let-
ters and 36 letters, respectively); failure to meet
membership and/or quorum requirements,
including conflict of interest for IRB members (30
letters); and failure to meet federal guidelines in
the informed consent process (19 letters).

Bramstedt says informed consent issues were
also a theme in the letters sent to clinical investi-
gators. “Consent forms that were written too
complexly, consent forms that might have hyper-
inflated benefits to subjects, or failed to include
pertinent risks, things like that,” she explains.

Letters raised cultural concerns

While there was not a lot of detailed informa-
tion about violations in many of the letters
Bramstedt reviewed, she says two in particular
caught her interest because of the cultural issues
they raised.

One involved a university IRB that had approved
a study involving direct injection of blood from one
person to another and the administration of live
malaria parasites to research subjects. 

“The FDA said there was no documentation
that indicated the IRB had reflected on how these
two practices might be perceived in light of cul-
tural attitudes in overseas research subjects,” she
says.

The other case involved a private IRB doing
research in Puerto Rico. The IRB had approved two
clinical trials conducted on research subjects who
were potentially “economically disadvantaged.”

The warning letter states that during the IRB’s
review, “nobody ever explored that whole area of
using a vulnerable population like that,” Bramstedt
says.

Seventeen letters, or 33%, of the total letters
reviewed included at least one restriction imposed
upon the IRB by the FDA. Restrictions included
ordering IRBs not to review or approve any new
studies; ordering that no new subjects be enrolled
in ongoing studies; and in one case, ordering the
IRB chair to immediately contact the FDA to
arrange a meeting to discuss corrective action. 

The authors noted that one limitation of their
study was that they didn’t have access to all
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follow-up letters from the IRBs, which would
give a better idea of the outcome of the FDA’s
actions. Although IRBs can post their response
letters on the FDA’s web site, it is not required,
and only one letter was posted. 

Bramstedt says the number of warning letters
varied widely over the years she studied, ranging
from a high of 12 in 1999 to a low of two in 2001. 

She says she actually expected to find more
warning letters, given the number of audits
conducted.

“But then again, if they’re significant findings,
then that’s potentially relative to research sub-
jects’ safety, which of course is the important
thing,” she says. “It’s not necessarily the findings
themselves, but do they translate to problems
with research subjects’ safety? It’s an extrapola-
tion, but one could venture that yes, there’s prob-
ably a connection.”

She reiterated that her goal in this study wasn’t
to find fault, but to alert IRBs about what FDA
audits at other institutions have found.

“I think it’s good to have a survey of these
warning letters because if you’ve never been
audited by the FDA, you might not know what to
expect,” Bramstedt says. “This way you know
what they’re looking for, you know their hot but-
tons, the things that are going to be key.

“So I think that’s really important. I think it can
help you prepare for an audit.”  ■

Look to support groups 
for community members 
Groups bring unique perspective 

Support groups for people who suffer from
chronic or life-threatening illnesses can be a

valuable source of community members for IRBs,
says a woman who founded a support group and
serves on two boards.

But community members such as herself need
careful training and strong support from IRB staff
and members to help them contribute the valu-
able experience they have to offer, says Gigi
McMillan, co-founder of the We Can, Pediatric
Brain Tumor Network in Manhattan Beach, CA.

Her association with IRBs grew out of her
experiences as the mother of a brain tumor sur-
vivor. Her son Ben was diagnosed with cancer 10
years ago and currently is in remission. In the

course of his treatment and recovery, McMillan
started a support group for other families whose
children had brain tumors. She also became
involved in patient advocacy.

“I became kind of known in the brain tumor
community as a parent who helped other parents
figure things out,” McMillan says. “And part of
that was how you deal with clinical trials, because
most of our kids are in clinical trials.”

She worked with hospitals in Southern
California and was asked to speak at continuing
education programs for nurses. She often found
herself at meetings with IRB representatives, so
when the UCLA IRB was looking for a commu-
nity member, “I was a choice for them,” she says.

McMillan says she was both excited and afraid at
the prospect of joining the IRB at UCLA — excited
because she hoped to put her experiences as a par-
ent to good use. “It was almost like squeezing the
most out of the experience that I had and I really
wanted to be able to use that experience for the
good of other people,” she says.

She says she was a little intimidated by the
prospect of sitting at a table with doctors and
being expected to hold her own. But she knew
that her experience made her uniquely able to
handle the task. 

“I wasn’t exactly horribly intimidated because
that’s why they’d invited me — I’d been talking
to doctors for 10 years,” McMillan says. 

She credits the IRB staff with preparing her well
for her role, with intensive training to overcome
what she describes as a steep learning curve. 

McMillan notes that support groups are an
ideal place for IRBs to search for community
members who can bring something extra to the
board.

“First of all, they are sophisticated in a way,
they’ve been through a medical emergency,
they’ve got that experience,” she says. “Secondly,
they’ve got a personal need to do this. It’s almost
overwhelming; they’re inspired to be part of the
community.

“The third thing is that they don’t want their
experience to have been in vain. Whatever pain
they’ve been through, whatever trauma they’ve
been through, if they can use that to help other
people, it helps them feel a little more power over
this thing that happened to them. Those are three
very powerful motivators.”

McMillan suggests visiting local support
groups with a twofold purpose: first, to educate
the groups about the process of clinical trials that
they or their family members might participate
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in; and second, to put out the word that the IRB is
looking for members such as themselves. “They’d
walk out with five names every time they do it,”
she says. 

McMillan says distributing fliers at meetings is
another way IRBs can recruit from the support
group community.

Members need training, peer support

Once chosen, these members, like any commu-
nity members, require intensive IRB training, she
says.

McMillan proposes that preparation for new
community members include:

— An explanation of the history of human sub-
jects protection. “That in itself is what got me all
fired up, because it’s such an incredibly dramatic
story,” she says.

— A description of the history of clinical trials
and what clinical trials are.

— A detailed breakdown of the process of
review. She says a member of the IRB should sit
down with the community member and take a
protocol apart page by page, explaining what
everything is, and what kind of review is required
of the community member.

For example, the community member might be
told to pay special attention to how information
in the protocol summary is translated into the
informed consent.

“Those kind of things need to be specifically
explained to a community member and pointed
out on the form where they are, because some-
times these protocols are 100 pages long,” she
says. “Where do they look? It’s easy for an
untrained eye to get lost in all that verbiage.”

— An opportunity to meet with other commu-
nity members periodically, away from the main
board, to discuss issues they might have. Perhaps
the IRB could give them a chance to have lunch
with a staffer, “without the docs,” McMillan says.

“I think that they need a chance to say, ‘I am
intimidated when a doctor says this,’ or ‘I don’t
feel comfortable when I have to give my com-
ments before the scientific review,’” she says. “I
think that’s empowering to them and would help
them be more participatory in meetings.”

McMillan says she’s noticed that on her own
IRB, she’s the most vocal community member,
perhaps because she’s dealt with so many doctors
during her son’s illness, perhaps, she says with a
laugh, “because I’m married to an attorney, so
I’m just not afraid of these guys.”

She describes the relationship between the
scientific and community members on her IRB
at UCLA as collegial, but notes there are occa-
sional tensions. McMillan says a doctor once
asked her why she always insists that side
effects be listed in a table format rather than
straight prose.

“I’m a strong enough person to say, ‘Because I
need to see it like that in order to understand it;
and yes, I think every list of side effects needs to
be listed that way.’”

McMillan says the chairman immediately leapt
to her defense. “He said, ‘Thank you, Mrs.
McMillan, that’s exactly why you’re sitting at this
table.’

“I still haven’t had a chance to share my feel-
ings about that with the other community mem-
bers,” she says. “I want to say to them, look guys,
do you see how our chair values us? You could
even speak up about more stuff. We don’t have to
be afraid we’ll be attacked and not defended.”

The gut check IRBs need

McMillan says community members perform a
vital gut check on research, which enhances the
scientific review.

“When a layperson reads this study, what gut
reaction do they have? That is a very important
piece of information. I think that even community
members don’t realize the value of that.”

McMillan says as confident as she is, she has
hesitated to bring up concerns after a really
detailed scientific review, thinking they’re too
minor to mention.

“Eventually, if it bothers me enough, I will
mention it and all of a sudden I’ll be seeing all the
other heads around the table nodding in agree-
ment,” she says. “It was an important thing, and
the reason I caught it was that they were focused
on the scientific detail, whereas I was relying on
my gut reaction to whatever it was.”

McMillan says that at last fall’s PRIM&R con-
ference, she learned about a Midwestern IRB that
allows community members to speak before the
scientific review, an idea she really appreciates.

“I think that the role of the community mem-
ber is more important than the community mem-
bers think it is,” McMillan says. “I think they
don’t generally understand how vital their opin-
ion or their contribution is to these committees. I
think they need to have a little more education,
and I think they need to be shown their worth so
they can participate more fully.”  ■
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Few minorities enroll 
in clinical trials
Lack of trust pervasive

Mistrust of the medical and science communi-
ties may be discouraging non-Caucasian

cancer patients from enrolling in clinical trials, a
research group has discovered.

Several studies in recent years have borne
out researchers’ anecdotal knowledge that non-
Caucasian cancer patients are less likely than their
Caucasian counterparts to enroll in clinical trials,
so a team at the Hospital of the University of
Pennsylvania in Philadelphia conducted research
to find out in what ways the two groups differ in
their views on clinical study.

Charles Wood, MD, a radiation oncologist at the
Hospital of the University of Pennsylvania, led a
study that found non-Caucasians and Caucasians
are equally interested in learning about clinical tri-
als and their outcomes, but non-Caucasians are
less likely to enroll in a trial unless the chances are
high that it would benefit them.

“By identifying attitudes affecting enrollment,
I’m hopeful that physicians will be able to better
overcome barriers that would otherwise keep
patients from enrolling in clinical trials,” Wood
says.

Enrollment of adult cancer patients in clinical
trials is low for all groups, but particularly for
minority populations. Only 2%-3% of all patients
diagnosed with a particular disease enroll in clin-
ical trials; therefore, Wood points out, the infor-
mation gathered may not be generalizable to the
entire population.

Wood’s team surveyed 166 cancer patients in
2003 at two radiation oncology clinics about their
attitudes toward clinical trials. Sixty-five percent
of the patients surveyed were Caucasian, and
African Americans made up the majority of the
other 35%. 

Researchers found that while both Caucasians
and minorities were interested in learning about
clinical trials, Caucasian patients were more
likely to gather information on trials from the
Internet (31% vs. 11%) and were more apt to talk
with their doctors about clinical trials (50% vs.
34%). Non-Caucasian patients were more likely
to talk about clinical trial enrollment with other
patients (25% vs. 12%). In addition, more minor-
ity patients believe they have been subjected to a

clinical trial without their knowledge (22% vs.
9%). 

Patients also differed on their expectations of
clinical trials. More minority patients indicated
that they would need a greater than 50% chance
of benefiting from the trial (64% vs. 45%); how-
ever, there were no differences between the two
groups on their outlook on potential side effects
from the treatment. 

Wood’s team theorizes that minority patients
may have an increased level of mistrust toward
the medical and scientific community, and this
may in turn affect their willingness to enroll in
clinical trials. To combat this atmosphere of mis-
trust, Woods says, physicians need to improve
their abilities to explain the realities, risks, and
benefits of clinical trial enrollment to all of their
patients.

“The manner in which enrollment in clinical
trials is discussed with patients of all races must
be sensitive to particular patient’s underlying
fears, concerns, and potential distrust of the
medical community,” according to Wood.
“Nonclassical methods of enrollment on clinical
trials may need to be employed to ensure that
there are adequate numbers of minority patients
studied.”

ASTRO is the largest radiation oncology soci-
ety in the world, with more than 7,500 members
who specialize in treating patients with radiation
therapies.  ■

OHRP seeks comments 
on foreign research 

The federal Office for Human Research
Protections (OHRP) is seeking public com-

ment through May 24 on recommendations
regarding the use of human subjects protection
procedures of foreign countries in overseas
research.

A workgroup of the Department of Health 
and Human Services (HHS) looked at criteria the

58 IRB ADVISOR / May 2005



department might use to implement the authority
in 45 CFR 46.101(h), allowing “procedures nor-
mally followed in the foreign countries to protect
human subjects . . . (when they) . . . afford protec-
tions that are at least equivalent to those pro-
vided in” the HHS regulations.

When this finding is made, HHS “may approve
the substitution of the foreign procedures in lieu
of the procedural requirements provided in” the
HHS regulations.

Public comment is being sought on the recom-
mended criteria for making decisions about
whether to approve such substitutions.

The comment period runs through May 24. A
copy of the notice can be accessed at www.hhs.
gov/ohrp/international/EquivProtectNotice.pdf,
and the full workgroup report at www.hhs.gov/
ohrp/international/EPWGReport2003.pdf. An
appendix to the report is at www.hhs.gov/
ohrp/international/EPGWFramework.pdf.  ▼

Researchers unknowingly 
used real anthrax in tests 

Researchers at a hospital in California found
that a benign biological surrogate they were

working with actually contained anthrax spores. 
On June 9, 2004, the California Department of

Health Services (CDHS) was notified of possible
inadvertent exposure to Bacillus anthracis spores
at Children’s Hospital Oakland Research Institute
(CHORI), where workers were evaluating the
immune response of mice to B. anthracis.

Hospital researchers had injected 10 mice
with a suspension believed to contain nonviable
vegetative cells of B. anthracis Ames strain. The
suspension was centrifuged and drawn into
syringes on an open bench in the laboratory.
The mice were injected in a separate animal-
handling facility at CHORI. By May 30, all of
the injected animals had unexpectedly died. The
carcasses were removed from the cages, placed
into a plastic biohazard bag, and frozen. The

bedding was discarded as standard animal
waste. The cages were sanitized in an auto-
mated washer.

A sample of the original suspension was cul-
tured and grew nonhemolytic gram-positive rods
consistent with B. anthracis. Because staff believed
they were working with inactive organisms, they
had performed these activities on an open bench,
and appropriate personal protective equipment
(PPE) was not used consistently until after the
deaths of a second group of mice.

Twelve people were involved in either the lab
or its animal-handling facilities. Three had direct
contact with the bacterial suspensions, cultures,
or infected animals. Although at low risk for
inhalation of B. anthracis spores, to further reduce
their risk, the three workers with direct contact
were recommended for post-exposure chemopro-
phylaxis for prevention of inhalational anthrax
(i.e., either ciprofloxacin 500 mg or doxycycline
100 mg, orally twice daily for 60 days). 

The nine people who worked in the lab or
animal-handling facility but who did not have
direct contact were offered the same chemopro-
phylaxis regimen. Eight of the 12 potentially
exposed people opted to take chemoprophy-
laxis, including the three for whom the regimen
was recommended. None of the potentially
exposed people had symptoms consistent with
anthrax.

One theory is that the heat-killing procedures
used by the contractor might have been lethal 
to vegetative cells, but anthrax spores survived.
Regardless, inactivated suspensions of B.
anthracis should be cultured both at the prepar-
ing lab before shipment and at the research lab
several days before use to ensure sterility, the
CDC added. Such procedures would increase
the probability of detecting even a small num-
ber of viable B. anthracis spores. 

CHORI staff did not perform sterility testing on
the suspension received in March 2004. “Research
laboratory workers should assume that all inacti-
vated B. anthracis suspension materials are infec-
tious until inactivation is adequately confirmed,”
the CDC wrote in an advisory.  ■
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Physicians, nurses, and others participate in this
continuing education program by reading the

article, using the provided references for further
research, and studying 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 certificate of completion. When
your evaluation is received, a certificate will be
mailed to you.

17. According to OHRP guidance, a couple donat-
ing an excess embryo from in vitro fertilization
for stem cell research aren’t technically consid-
ered research subjects unless they also are
asked for personal medical information.
A. True B.  False

18. What federal guidelines should IRBs review to
better prepare themselves to handle proposals
for embryonic stem cell studies?

A. Informed consent in vulnerable populations
B. Policies concerning collection of human bio-

logical materials.
C. Procedures for reporting adverse events
D. None of the above

19. Of the warning letters issued by the FDA to
IRBs from January 1997 to July 2004, what
was the most commonly cited violation? 

A. Failure to have and follow adequate written
procedures on how the review of research is
to be conducted

B. Failure to prepare and maintain adequate
documentation of IRB activities

C. Failure to provide adequate continuing
review of approved studies

D. Failure to meet membership and/or quorum
requirements, including conflict of interest for
IRB members

20. Training of community members should
include:

A. A discussion of the history of human sub-
jects research

B. A description of what clinical trials are
C. A breakdown of the review process
D. All of the above

Answers: 17-A; 18-B; 19-A; 20-D.

CE/CMEquestions

CE/CME objectives

The CE/CME objectives for IRB Advisor are to
help physicians, nurses, and other participants

be able to:
• establish clinical trial programs using

accepted ethical principles for human subject
protection;

• describe the regulatory qualifications regarding
human subject research;

• comply with the necessary educational require-
ments regarding informed consent and human
subject research;

• apply the necessary safeguards for patient
recruitment, follow-up, and reporting of findings
for human subject research;

• explain the potential for conflict of financial inter-
ests involving human subject research;

• discuss reporting adverse events during
research. ■
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