IR

AHC Media Lic

IN THIS ISSUE

M International research
can raise cultural translation
issues for IRBs .. .... cover

M Consent study shows
subjects may benefit from
seeing combination of
documents ............ 16

B Uninsured participants
need special protection
in research studies . . . . .. 17

M Participants offer
comments about
standard IC language . ...19

W Use mentoring program
to improve orientation
process for new

members ............. 21

12

ADVISOR

Statement of Financial Disclosure:

Editor Suzanne Koziatek, Editor Melinda Young,

Associate Publisher Lee Landenberger,

Managing Editor Paula Cousins, Nurse Planner

Kay Ball, and Physician Reviewer Alan Sugar,

MD, report no consultant, stockholder, speak-

er’s bureau, research, or other financial rela-

tionships with companies related to the content

in this CE/CME activity.

FEBRUARY 2008

VOL. 8, NO. 2 * (pages 13-24)

sur Practical Guide To
Institutional Review

Board Management

Cultural differences raise consent
issues in multinational research

IC must translate not just language, but concepts to different culture

As more institutions become involved in international research,
informed consent becomes a more difficult process.

While emphasis often is put on the linguistic challenges of consent
— creating a document that correctly outlines the details of the study in
multiple languages — there are cultural translation issues as well. What
one culture means by “consent,” “risk,” or even “research” may be very
different from how another culture interprets those concepts.

Vincanne Adams, PhD, a professor of medical anthropology at the
University of California, San Francisco, says it’s important that IRBs
understand the potential for these types of cultural translational issues
and to be prepared to deal with them.

As an example, she points to a project she became involved with
in 2000, an effort to collaborate with health officials in China and
Tibet on a randomized clinical trial comparing the benefits of a tradi-
tional Tibetan drug with a biomedical drug to control postpartum
hemorrhage.

In the process, she says, the team sought to help Tibetans set up their
own infrastructure for conducting research using standards acceptable
to the international health community.

And along the way, Adams says her group has encountered chal-
lenges in cultural translation, as well as in educating their IRBs about
the differences between Tibetan medical culture and their own.

“We had to negotiate with them,” she says of her efforts to facilitate
even the earliest stages of the project with her own IRB. “It just took
months and months and months to process it all and convince the com-
mittee — they were receptive to it — to go through the process of
spelling it all out and explaining.

“They were not obstructive, they’re just a bureaucratic institution,”
Adams says. “They didn’t want to stop the project; they just wanted to
make sure that we were meeting ethical standards. And so it just takes
a lot of work.”
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Creating an IRB

The team of clinicians, researchers, and med-
ical anthropologists began collaborating with
physicians and public health professionals in
Lhasa, the capital of the Tibet Autonomous
Region (TAR), one of the least developed regions
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of China. The TAR has its own medical schools
for both biomedicine and for traditional Tibetan
medicine, which operates on principles that
involve balancing three elements within a patient
known as “humors”: wind, bile and phlegm, and
the physical elements of earth, fire, water, air,
and space.

The team decided to look at the issue of post-
partum hemorrhage because it is a significant
risk to new mothers, who often give birth at
home without medical help.

The project was set up to compare a Tibetan
medicine called zhi byed bcu gcig 11 (ZB11) to the
Western drug misoprostol, which has similar
indications, risks, and benefits.

First, however, the group had to create the
necessary research infrastructure, setting up a
research committee with the Chinese government
and with contacts at the three hospitals in Lhasa
and at the traditional Tibetan Medical College.
That committee set up a three-phase project,
beginning with a feasibility study, then a study
comparing ZB11 to first a placebo and then to
misoprostol. Each phase would require IRB
approval not just in the United States, but in the
home country, according to guidelines set up by
the National Institutes of Health, which was
funding the study, Adams says.

“It delayed our project by a year and a half to
two years,” she says. “Anytime you're working
in a foreign country, to create a system that’s
based on a requirement of the U.S. government is
a very tricky thing, especially in a country like
China.”

But during that lengthy process, she says,
there was an opportunity to do a very thorough
exploration of cross-cultural informed consent.
She outlined the process in a paper published
recently in the journal Culture, Medicine and
Psychiatry.!

Linguistic challenges

Adams, who has been working in Asia for more
than 20 years, says that with a process of this com-
plexity — in this case including contributors in the
United States, China, and Tibet — there is always
a linguistic challenge. All the documents had to be
translated into English, Chinese, and Tibetan, as
did the training programs for those associated
with the research project.

In general, Tibetan health providers were
trained in Chinese, the language of their own
biomedical training. However, to speak with
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participants, who generally spoke only Tibetan, it
was necessary to find translators fluent in all
three languages, a difficult task.

Beyond language issues, Adams says the
Tibetan culture posed unique challenges to the
traditional Western ideas of research. In Tibet,
most research historically had been conducted
by physicians on their own patients, mixing
their own medicines and observing the results.
Even today in medical institutions, control
groups and standardized protocols are not the
norm.

Some research concepts were particularly
tricky to negotiate, involving long explanations
to Tibetan researchers and participants — and
flexibility on the part of American IRBs that
reviewed the informed consent process, she
says:

¢ Disclosing risk. In early ethnographic inter-
views, Adams’ team learned that Tibetans rarely
discuss the potential risks of a medical interven-
tion, because they believe that if a patient envi-
sions himself experiencing harm, it could agitate
the wind humor, causing a harmful outcome.

“The concern was that we would basically cre-
ate a negative environment and a perception of
fear among our participants that was unneces-
sary,” she says.

Trying to balance Western obligations to dis-
close risk with Tibetan concerns led them to pres-
ent only the most critical information, eliminat-
ing details about the risks of delivery in general,
or descriptions of hemorrhage.

They stated in the informed consent that all
women bleed during delivery, and if a woman
seemed to be bleeding excessively, she would be
treated at the hospital.

* Randomization. Adams says there’s no
direct translation for the concept of randomi-
zation in the Tibetan language, and that many
Tibetans understand “chance” differently than
Westerners, believing that past actions, or
even past lives may have an effect on present
outcomes.

“Our IRB at one point wrote back that we
should use flipping a coin as an example,” she
says, noting that that action has no cultural sig-
nificance in Tibet. “They were trying to be help-
ful but they didn’t have any understanding of
the cross-cultural context.”

To try to get the point across, ethnographers
referred to a traditional Tibetan practice of draw-
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ing lots to distribute resources throughout a com-
munity. It’s more complex than a coin flip but
does involve a certain amount of randomization.

The pilot informed consent document stated:
“This process is similar to the Tibetan system of
drawing lots, or gyan gyab. But unlike gyan gyab,
you will not know which group you are in. Only
the doctors will know.”

* Placebo. Tibetan medicine holds that the so-
called “placebo effect” is a necessary component
of good medical treatment — that using the right
words or attitude will help a medicine be more
successful. In addition, all substances are
thought to be either potentially helpful or harm-
ful, making it difficult to explain the role of a
placebo in a controlled trial. In fact, there has
only recently been a Tibetan term for placebo,
and it translates literally as “mind-healing
drug,” which could raise potential problems for
IRB review since it suggests that the drug has
healing properties.

In the end, they referred to a pill that “has no
medical effect but is made to look just like ZB11.”
Throughout this process, there were lengthy

negotiations with the IRBs in the United States,
some of whom had not wrestled with these types
of issues before, Adams says.

“I think IRBs have a lot to learn,” she says. “I
think some institutions that have a large body of
faculty who do international work are probably
more prepared for this. I know our institution
was not like that. They’re very focused on
research in the U.S. and it’s a whole new thing to
be doing these kinds of international work.”

In her own case, she says she spent a lot of
time talking to the staff in the IRB office and
writing lengthy cover letters explaining the
team’s plans.

Adams says IRBs whose researchers are start-
ing to delve into these areas should think careful-
ly about how to bring cross-cultural expertise to
their committees. She says her own IRB had an
advantage because it included an anthropologist.

“I think recognizing a broader understanding
of flexibility and how to accommodate different
cultural understandings of risk and vulnerability,
in ways that don’t hamper the ability to do the
research but augment it, would be great.”

Reference

1. Adams V, Miller S, Craig S, et al. Informed consent in
cross-cultural perspective: Clinical research in the Tibetan
Autonomous Region, PRC. Cult Med Psychiatry 2007;31:
445-472.
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Combination of consent
documents may improve
subjects’ understanding

Participants get more reading simpler version first

hen trying to explain a complicated clinical

trial to participants, which approach is bet-
ter: a jam-packed standard-issue informed con-
sent document, or a lower reading level, more
interactive model? And which would subjects
prefer?

The answers would seem obvious, based on
reams of studies that have looked for alternatives
to the standard informed consent document. And
indeed, as expected, a study by the Feinstein
Institute for Medical Research in Manhasset, NY,
showed that participants shown a simpler, inno-
vative form were better able to comprehend the
study than those shown the hospital’s existing
informed consent document.

However, the simpler form was not universal-
ly popular among the participants, particularly
those who were shown it first. The findings may
suggest that the best approach for informed con-
sent isn’t one document at all, but a combination
of documents, says Emmelyn Kim, MA, assistant
clinical analyst in Feinstein’s Office of Research
Compliance.

“When we asked people about it, they were
telling us that they were able to understand the
standard consent form after initially reading the
innovative consent form,” Kim says. “We think
that maybe using simple brochures or study out-
lines might be helpful for these trials to help
facilitate further understanding.

“Doing that prior to being given this really
dense, really difficult consent form actually
might help to reinforce the main components of
the trial for people.”

Kim’s group gave a poster presentation
about their study at the 2007 Annual Public
Responsibility in Medicine & Research
(PRIM&R) Human Research Protection Program
Conference in Boston, Dec. 1-4, 2007.

Easier, but not shorter

Kim and Kathleen McGill, MPH, manager
of research compliance in Feinstein’s Office
of Research Compliance, say their study of
an innovative consent form evolved from a

16

workgroup on informed consent held at their
institution.

To test a new type of form, they created a con-
sent form for a Phase 2 study of a fictional cancer
drug, first using the standard template. Then,
they incorporated suggestions from other studies
aimed at improving comprehension of consent in
designing their innovative form:

* Simpler language. The institution’s standard
informed consent template is written at a 12th
grade reading level, Kim says. For the innovative
form, they were able to bring the language down
to an 8th grade level, although the process wasn’t
an easy one.

“It was actually hard doing that with our stan-
dard template,” Kim says. “You have to sort of
step outside the box and test it with lay people
and see if they can understand what you're try-
ing to do.

“It was challenging. But I think it’s really cru-
cial, especially for researchers who want to
recruit very diverse populations in their research
trials who may not be at the 12th grade reading
level.”

* Enhanced readability. In addition to simpler
language, the workgroup changed the format of
the document, incorporating more white space,
larger fonts, and lots of bullet points.

The headings are written in a question format:
“Why is this study being done?” “Why might
you want to be in this study?”

An information box in large colorful type
warns participants: “Caution! Giving false or
incomplete information about your medical his-
tory or the use of drugs or alcohol could affect
your health while in this study.”

The result is actually a longer document than
the dense, small-font standard form, but a much
more readable one, Kim says.

* Opportunities for participant questions. At
the end of each section, a box is provided for par-
ticipants to write their own questions about the
study. In each box is an area for them to check off
that the question was answered.

To compare how well the standard and inno-
vative forms aided comprehension, the group
recruited 37 volunteers, and split them into two
groups.

One group read the standard form first, took a
Quality of Informed Consent (QulC) question-
naire on the information, and then reviewed the
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innovative form to answer questions about
which form they preferred. The second group
did the opposite, beginning with the innovative
form, taking the QulC test, and then reviewing
the standard form.

Interactive element improves understanding

The results showed that those reviewing the
innovative form first scored higher on 11 of 13
knowledge areas within the test. In two key areas
— experimental procedures and risks or discom-
forts — the results were significantly higher for
the innovative group.

“I think those are key because they’re main
elements of the informed consent that people
struggle with all the time,” Kim says.

When asked which form they preferred, 100%
of those randomized to the standard form pre-
ferred the innovative version. However, more
than 60% of those randomized to the innovative
form preferred the standard form.

McGill says that those reading the simpler for-
mat first may have been able to take that infor-
mation into the higher reading level form and
enhance their understanding.

In another surprising result, those who first
viewed the standard form actually thought they
knew more about the study than they did.

Kim and McGill say those who viewed the
more complicated form may have missed oppor-
tunities to ask questions, even though they
didn’t understand. They think the use of ques-
tion boxes in the innovative form may have
helped increase understanding by prompting
participants to consider whether they really
understood the material.

Highly educated subjects

They note there are limitations to the study,
due to its small sample size and the generally
high education level of the participants — almost
40% had a master’s degree, McGill says. The
Rapid Estimate of Adult Literacy in Medicine test
administered to the participants showed that
most scored above the 9th grade level in medical
literacy.

Still, McGill says it’s worth noting that the
group struggled with the consent forms, and had
difficulty answering questions even though they
were allowed to view the document while taking
the QulC.

“So here you have a very highly educated
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population, struggling with consent forms,” she
says.

Looking to continue innovation

The two hope to continue their study of this
issue, seeking out a larger and more heteroge-
neous sample. They hope to accomplish that by
getting funding that could allow them to offer
incentives to reach a more diverse population.

And they hope others will build on their find-
ings by doing research that involves employing
more than one type of consent form to help the
information sink in for participants.

“Maybe using patient brochures or simple con-
sent handouts prior to giving them this lengthy
consent form [would help improve comprehen-
sion],” Kim says.

Since the workgroup began studying this
issue, Kim says there’s been increased discussion
about improving informed consent at Feinstein.

“I had a conversation with our administrator
the other day about perhaps having this [innova-
tive consent] template on-line for people to con-
sider using,” she says. “We know of one group
that’s already using a similar type of innovative
consent format. I don’t know how their partici-
pants are responding, but I know people are
actively trying to change their forms to increase
understanding.”

The two say their study reinforces the often-
repeated principle that informed consent is not a
document, but a process.

“The form is an important part of it, to provide
the participants with information,” Kim says.
“But I also feel it’s important to allow a support-
ive and positive environment for questions to be
asked,” pointing to the question box that was
included in the innovative form.

“That way, participants can come up with
questions on their own and not be intimidated.
And that might be key to really stimulating dis-
cussion about the project itself.” W

Protecting uninsured
participants in research

How will subjects be treated if something goes wrong?

Nearly 47 million Americans lack health
insurance, leaving them without regular
access to health care — and making them a
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potentially vulnerable population in health care
research.

From the possibility of undue influence to how
to deal with research-related injuries, uninsured
subjects raise ethical issues that IRBs must con-
sider when reviewing protocols, says Daniel
Vasgird, PhD, CIP, director of research compli-
ance services for the University of Nebraska-
Lincoln.

Vasgird says the Belmont Principles of benefi-
cence and justice underlie IRBs’ responsibility to
subjects who lack ready access to health care.

“You have a moral obligation there to make
sure that the individual would benefit from the
specific study — that it’s not just something that
you can rationalize out and say you're doing it
for the greater benefit of mankind,” Vasgird
says.

According to the U.S. Census, 15.8% of all
Americans reported being uninsured during
2006, the highest percentage since 1998. For some
groups, the percentages are even higher: 20% of
African-Americans and 34% of Hispanics report-
ed being uninsured during 2006.

Important subject pool

In his previous position as chair of the IRB at
the New York City Department of Health,
Vasgird saw many uninsured patients.

He says the department was an inviting place
for researchers, particularly during the 1990s,
when the HIV epidemic was in full swing and
tuberculosis cases were on the rise.

“The department has well over 100 clinics scat-
tered throughout the city, with tens of thousands
of people receiving treatment in those clinics —
STD clinics, tuberculosis clinics, and the like,”
Vasgird says. “Researchers want to have access to
that subject pool, so the Department of Health
IRB is an important one.”

He says his interest in uninsured research sub-
jects was piqued by a study his IRB reviewed
that sought to look at the effectiveness of
quinolones, a class of powerful antibiotics.

“An individual had gotten funding from a
pharmaceutical company and wanted to use the
tuberculosis and STD clinics to recruit subjects,”
Vasgird says. “Some of [the quinolones] have
some very extreme side effects, and as I was
reading through the protocol and consent form, I
realized after I got to the end, that there was no
provision made if anybody was injured, or if
they had serious side effects.”
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Vasgird says he consulted physicians on his
board, who all advised that the IRB should
require the sponsor to provide free medical care
or compensation if subjects were injured in the
course of the study.

But the researcher balked at the idea, pointing
out that the federal regulations require only that
participants be told whether health care is avail-
able, not that it be mandated.

“In other words, all you have to do is let peo-
ple know that they’re not going to be cared for if
something goes wrong — it’s a very, very mini-
mal standard,” Vasgird says. “We told him yes,
we're aware of that, but I pointed out to him that
the IRB can raise the bar, if they feel it’s ethically
necessary to do it. In this case, we felt it was ethi-
cally necessary.”

Ultimately, Vasgird says, the researcher and
sponsor agreed to the provision and the study
went forward.

He says an IRB faced with a study that pres-
ents more than minimal risk to subjects should
take similar steps to ensure that uninsured sub-
jects are protected in case something goes wrong.

Not every study deserves such stringent
requirements, Vasgird says. He says it’s up to
IRBs to do the risk-benefit analysis and decide
whether it’s necessary.

“If the risk is low, then in those kinds of cases,
you don’t have to stipulate it,” he says. “You
don’t have to make a federal case out of every
single study. But the board should have that stip-
ulation within its portfolio — it should be ready
to say that you have to do this when it’s pretty
obvious that the physical risk is relatively high.”

He notes that in some cases, health care for
those injured in research is paid for through the
institution’s liability insurance.

“So my first word of advice to any IRB is to
double-check with your general counsel to make
sure that you don’t have those provisions in
place in an insurance policy.”

Other ethical issues

Beyond concerns about research-related injury,
the inclusion of uninsured subjects poses other
ethical challenges, Vasgird says:

* Undue influence. Vasgird says some unin-
sured subjects may be signing up for clinical tri-
als because they are trying to receive health care
and medication that they can’t get elsewhere.

“Their income levels are modest at best,” he
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says. “So they’re more susceptible to coercion.
It’s possible that people would be making a deci-
sion to be involved in a study that they normally
wouldn’t do. They’re not thinking seriously
about what it could mean for them down the line
in terms of their well-being.”

He says IRBs should be alert to that possibility
when reviewing protocols that are likely to
recruit a large number of uninsured patients.

¢ Post-trial benefits. Vasgird says vulnerable
groups such as uninsured patients shouldn’t be
expected to contribute to research that can’t
benefit them later, if they’re unable to access
the study drug because of lack of health
insurance.

It’s a concept that applies not only to unin-
sured subjects in this country, but increasingly, to
research subjects in developing countries.

“If at all possible, you're supposed to provide
so the individual can receive care,” he says.
“Certainly from the standpoint of the developing
countries, they want to make sure that the med-
ical care and other things are going to be provid-
ed after the people leave.”

Vasgird says that IRBs that routinely deal with
uninsured subjects should take special care to
involve representatives from that community on
the board.

“You should try to make a point of not just
having somebody unaffiliated,” he says. “You
should be going beyond that to find individuals
who can really be representatives for these par-
ticular groups — a minister, a social worker, a
principal, or teacher who comes from that com-
munity and who can speak for them.” W

Study offers insight into
how subjects feel about
standard IC language

Rights section earns many negative comments

RBs that desire to improve their informed con-
sent (IC) forms might learn a great deal from
questions and comments from people reviewing

these forms.

One of the largest studies to look at partici-
pants” opinions of a mock IC form reveals many
negative impressions of some of the more com-
mon language and sections.
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“We don’t have anything from our data that
would allow us to say what should or should not
be in an informed consent form, but what'’s clear
is there are some very negative reactions and
confusion to the section on rights and confiden-
tiality,” says Kevin Weinfurt, PhD, an associate
professor of psychiatry and psychology at Duke
University in Durham, NC. The research was
presented at the 2007 Annual Public
Responsibility In Medicine & Research
(PRIM&R) Human Research Protection Programs
Conference.

The researchers developed a six-page, mock
IC form, with standard language used in IC
forms at Duke University. It’s similar to the
language used at other academic research insti-
tutions. It was based on a hypothetical study
with a hypothetical sponsor company, and 470
participants were interviewed about their
impressions.

“Several study coordinators at Duke
University were involved in the development of
the consent form,” Weinfurt says. “So we had a
lot of input and tried to make this as realistic as
possible in all respects.”

The people participating in the trial had ample
time to look over the IC form, and the mock IC
form was reviewed by the IRB chair.

“When participants were recruited, they were
verbally consented and then sent the real consent
document for this study,” says Alice Fortune-
Greeley, BA, a research assistant at Duke Clinical
Research Institute of Duke University Medical
Center in Durham.

The mock IC form was watermarked and
printed in yellow so participants could see the
difference between it and the real IC form they
signed, she notes.

“It looked like a consent document other than
the watermark that said ‘Pretend ICD,” marked
in yellow,” Fortune-Greeley says.

“We gave participants a chance to look over
the informed consent documents before we
talked about it with them, and this is standard,”
Fortune-Greeley says.

“Then we went over the informed consent
document section by section, which also is stan-
dard,” she adds. “This was done over the tele-
phone and face-to-face.”

Most negative feedback to participants’ rights

The section of the IC form that received the
most negative feedback involved participants’
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rights in the study. It received one positive
comment, 45 negative comments, and 15 com-
ments in which the participant said he or she
would hesitate to participate, Fortune-Greeley
says.

“We asked participants if they understood
each part of the document and what was the
likelihood that they’d participate in the study,
using a scale from one to five,” Fortune-Greeley
says.

When investigators used a multivariable
model to compare the negative comments in
each section with the reported likelihood to
participate, they found that the sections involv-
ing rights, confidentiality, and financial disclo-
sure were uniquely associated with the reported
likelihood of participating in the study, she
explains.

“So if people made negative comments in
those sections, they reported a lower likelihood
to participate,” Fortune-Greeley says.

Legalese = ill at ease

Several participants commented that the rights
section of the form seemed like legal mumble
jumble, Fortune-Greeley says.

“Some participants expressed the feeling that
it was something written by lawyers,” Fortune-
Greeley adds.

Investigators created a mock IC document,
using standard language from Duke University.
They made sure the form was realistic and had it
broken into six sections, including an introduc-
tion, comments about how the study worked,
risks to participants, benefits to participants,
financial disclosure comments and questions,
and confidentiality and subject’s rights, Fortune-
Greeley says.

“The primary issue in the “Your rights” section
was we had a statement in the informed consent
document that’s standard for many research proj-
ects, saying that the university medical center is
not responsible for payments for injury,” she
explains.

Participants made comments after each sec-
tion, and this particular section elicited these
types of comments:

* “Why can’t the university medical center
pay for my treatment?”

¢ “How long will they pay for my treatment if
I'm injured as a result of this study?”

* “That’s the section where I'd have concerns
if I read it because it looks like they’re not guar-
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anteeing they’ll keep you whole if something
happens.”

¢ “I'd be hesitant to participate. Anyone
would be crazy to get into a study if they said
‘What we’re going to do is harm you, but we
won’t give you any help if it happens.””

Most of the negative comments regarding this
section focused on the lack of payments for an
injury and the lack of long-term health insurance
in the case of an injury, Fortune-Greeley notes.

The mock IC form’s rights and confidentiality
section is very similar to what actual clinical trial
participants will find when reading informed
consent forms.

“These contain legal language that institu-
tions put in the documents for their own protec-
tion,” Weinfurt says. “Our data should encour-
age institutions to reconsider why they are put-
ting those kinds of statements in the consent
documents and whether they want to continue
to do so.”

For instance, in the mock consent form,
researchers included language that says the
study team will try to keep the study records
confidential as much as is possible, but there can
be no guarantee of absolute confidentiality of the
study records, says Chantelle Hardy, BA, a
research assistant with the Duke Clinical
Research Institute in Durham, NC.

“So we received a lot of questions about why
there was no guarantee of absolute confidentiali-
ty of study records,” Hardy says.

Participants asked these sorts of questions:

* “Why isn’t there a 100% guarantee?”

* “Who outside of the hypothetical medical
center would see the patient’s records?”

* “Why would the study sponsor need to see
their entire records?”

* “Would names be sent out outside the uni-
versity medical center?”

“And there were more questions about how
data are collected and stored,” Hardy says. “But
only nine participants actually stated they’d be
hesitant to participate because of the confiden-
tiality section.”

Overall there were 40 negative comments
about the confidentiality disclosure, which indi-
cates this section was important to some people,
Weinfurt says.

“Many people have done studies where
they asked people specific questions about
whether this section bothered them,” he notes.
“But we provided a mock consent process
and only recorded instances where participants
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volunteered something spontaneously and said,
“This doesn’t sound right; I have a problem
with this.””

When 40 people out of 470 have such strong
negative feelings about a section that they will
interrupt the interview to say something about it,
then that is significant, Weinfurt says.

Use data to facilitate consent process

The study is the largest one conducted that
uses the mock consent method, Weinfurt notes.

“The size of the study allowed us for the first
time to record the spontaneous reactions of
patients to a consent process,” Weinfurt says.
“For all of us involved in this study, and that
includes the chair of the IRB, this was seen as an
opportunity to evaluate the practices here at
Duke.”

In fact, the IRB chair at Duke is enthusiastic
about presenting the data to the IRB and using
the information to reassess consent language,
Weinfurt says.

“We are very excited about that, and we can
see it will have some impact on the way we do
research here at Duke,” Weinfurt says. “It’s our
hope it will get other people thinking along simi-
lar lines.”

With a study this large, the data collected will
show how common it is for people to have cer-
tain perceptions of IC document language.

“I think our data will help prepare study coor-
dinators in facilitating the consent process and in
anticipating the types of concerns that come up,”
Weinfurt says. “It may not be that 75 percent of
people will have trouble with the confidentiality
section, and maybe the way it’s worded in most
documents will stay that way for a while, but the
study coordinator can at least know the types of
questions people have.”

So the research will inform study coordinators
and IRBs and help them find ways to assist study
participants in making better decisions, Weinfurt
adds.

“For the confidentiality section and the “Your
rights’ section, I think we’re aware that the con-
tent is determined in part by federal policy with
regard to HIPAA and the larger institutional legal
policies,” Weinfurt says. “So while the IRB may
want to change what'’s in there, they may not be
able to do so immediately.”

Still, it’s Weinfurt’s hope that the research
will give IRBs an opportunity to try changing
the language. W
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Best Practices Report:

[Editor’s note: This is the first of an occasional
series on best practices in the IRB world. This issue of
IRB Advisor will focus on how to develop a success-
ful orientation and training program for new IRB
members. In the March issue, there will be a second
perspective on this same topic.]

Institution provides IRB
members with thorough,
ongoing training/education

IRB’s program is notable best practices

RB offices no longer can use the trial-by-fire

method of new board member training.

For today’s IRB, which often deals with a vari-
ety of research topics and expects a great deal of
regulatory and scientific knowledge from mem-
bers, a thorough orientation and training pro-
gram is necessary.

Duke University in Durham, NC, has a com-
prehensive training and continuing education
program for IRB members. The program was
improved after the research institution expanded
from having one to having eight IRBs. The
expansion has occurred in the nine years since
the former Office for Protection of Research
Risks (now the Office of Human Research
Protection), suspended all federally funded
research at Duke until “serious deficiencies”
were corrected.

“As the IRBs grew, the membership grew, and
we had fewer experienced members to help train
new members, so it was obvious we needed to
do a little more training,” says Charlotte Coley,
MACT, CIP, director of the IRB education pro-
grams at Duke University Medical Center.

For the first few years after the expansion,
Coley would have an orientation meeting with
new IRB members, providing them with check-
lists to use for reviewing protocols and showing
them how things were done at Duke.

Goal to prepare for primary review

Then Coley met with one the IRBs’ vice chairs
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and asked him to help develop a mentoring
program for new members. The program would
focus on how to be a primary reviewer.

They piloted the mentoring program. It was a
success and has been implemented for all of the
IRBs, Coley says.

The basic orientation component works this
way:

¢ First, new members observe a meeting, but
don’t vote.

¢ For the second meeting, the new members
shadow the vice chair and prepare the primary
reviewer checklist. “This is a dry run as if they
were going to present the protocol themselves,
but they don’t,” Coley explains.

* “They meet in the hour before the meeting
to discuss with the vice chairs any questions they
have about the process or the protocol,” Coley
says.

¢ At the second meeting, the new IRB mem-
bers will vote, and at the third meeting they are
on their own, Coley adds.

“But they always have the vice chair to call as
their ongoing mentor,” Coley says. “They spend
time with the vice chair, develop a relationship,
and know that the vice chair is willing and able
to answer any questions they have down the
road.”

Extended program for community members

This process is enhanced with community
members.

Community members who are not affiliated
with the university and who are not medical doc-
tors are given the opportunity to shadow the vice
chair multiple times until both they and the vice
chair feel they are ready to do a primary review
on their own, Coley says.

“We have some community members who are
retired PhDs, and they can do most any study,”
Coley says. “We have some engineers, some
retired public health professors.”

For community members who are not scientifi-
cally trained, the IRB will assign them the less
challenging protocols, including straightforward
renewals and amendments, she adds.

Expanded training for all members

The IRB has also expanded its continuing
training and education for all IRB members.
Coley provides this look at the additional train-
ing sessions:
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¢ Develop monthly meetings for community
members. “I have a series of monthly presenta-
tions for community IRB members,” Coley says.
“I start out with the background of human sub-
jects research and information on why there are
IRBs and what the responsibilities are for IRBs.”

One session will cover informed consent. For
this program, Coley will show IRB members a
clip from the HBO movie, “Miss Evers” Boys,”
which is about the Tuskegee syphilis study.

“My favorite clip from that study is where the
public health doctors have all the subjects in a
room in a semi-circle, and they explain in scien-
tific terms what the Tuskegee study is all about,
Coley says. “And Miss Evers asked if she could
speak with the men, and she starts explaining in
lay terms, and you could see a change in their
body language, which makes it obvious that now
they understand, while before they were being
polite.”

Coley invites speakers to the monthly meet-
ings, including another IRB member who is a
pharmacist and is on the faculty of the universi-
ty’s school of nursing. He does a presentation on
different styles of research and research studies.

Another speaker talks about data safety moni-
toring boards (DSMBs), and other sessions have
focused on HIPAA and privacy issues.

The meetings last two hours, and some
research coordinators also attend them, Coley
notes.

These meetings are especially helpful to the
IRB’s non-scientist members, who represent
several members of each 16-18-member board,
Coley says.

“We have mathematicians, engineers, a retired
film critic, a retired chairman of the department
of statistics,” Coley says.

Since there are so many non-scientists on each
board, no one need feel intimidated or afraid to
ask a question at an IRB meeting, she notes.

“I encourage them to ask questions at IRB
meetings,” Coley says. “They can participate and
make very good points, seeing things that some-
times those of us who are much closer to the
research don’t see.”

Community members enrich an IRB’s meeting
deliberations, but the additional training is
important, Coley adds.

Coley repeats the monthly sessions annually,
so if members have missed it the first time, they
can hear it later.

Each meeting includes a continental breakfast
and free parking, which are the only incentives

7
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offered to the IRB members to attend the training
sessions, Coley says.

* Educate at meetings and workshops. “We
also have 10-15 minute brief educational sessions
at each IRB meeting,” Coley says.

These sessions are kept short so that the IRB
members have time to review protocols and vote,
but they can provide updates on regulatory
changes and issues that arise during IRB
meetings.

Another educational forum that’s useful is the
half-day workshop for IRB members only.

“We bring in outside speakers, like Robert
Levine of Yale University, who has been a
keynote speaker,” Coley says. “He’s a well-
known researcher and ethicist who attended
Duke as an undergraduate.”

Duke faculty also speak on the various topics
covered at the workshops.

“We’re going to do a workshop in January on
the informed consent process,” Coley says. “We'll
cover the IRB’s responsibility and what to note in
reviewing protocols.”

The workshops, which include breakfast and
snacks, typically are held once a year and they’re
attended by IRB chairs and members at Duke, as
well as IRB members from other local IRBs,
Coley says.

“We use a hall that has 172 seats, and we gen-
erally fill that,” Coley says. “This is another way
to pay back our members and thank them for
their service.”

The institution also sends IRB members to
national conferences where they might receive
additional training, Coley says.

“This strengthens and improves their abilities
as IRB members, and it also brings back value to
the departments they serve in as more knowl-
edgeable human subjects protections people,”
Coley says.

¢ Offer special education and training for
medical students. Since the third year of medical
school is devoted to research, Duke medical stu-
dents can conduct the research anywhere around
the world, Coley says.

For those who decide to stay in Durham, there
is an option to serve on the IRB, attending as if
they were regular IRB members, she says.

These third-year medical students have to
apply to be an IRB member, saying why they
want to be a member. This is in addition to their
research project.

“So I do a two-hour orientation for them about
the IRB and regulations,” Coley says.

The medical students also receive mentoring
from the vice chair as they see first-hand how
human subjects research is viewed from the per-
spective of IRB members.

CE/CME Objectives

The CE/CME objectives for IRB Advisor are to
help physicians and nurses be able to:

* establish clinical trial programs using accept-
ed ethical principles for human subject protec-
tion;

* apply the mandated regulatory safeguards for
patient recruitment, follow-up and reporting of
findings for human subject research;

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

Physicians and nurses participate in this med-
ical education program by reading the issue,
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 clari-
fy 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 evalua-
tion 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.

COMING IN FUTURE MONTHS

W Working with the NCICIRB: M University develops written B Here’s what was learned M College students weigh-in
The role of local IRBs Internet research guideline from IRB reviews of HIV on research of Internet social
vaccine trials networks
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EpiToRIAL ADVISORY BOARD VIE e 1T
Alan M. Sugar, MD John Isidor, JD
Chairman, New England CEO 5. Which statement is true about a study that
Institutional Review Board Schulman Associates IRB compared a standard informed consent
Professor of Medicine Gincinnati document to an innovative, simpler form?
Boston University School A. The standard form led to better comprehension.
of Medicine Robert M. Nelson, MD, PhD B. The simpler form was universally preferred
Associate Professor of among the subjects.
Kay Ball, RN, CNOR, FAAN Anesthesia and Pediatrics C. Those exposed first to the standard form
Perioperative The Children's Hospital )
Consultant/Educator of Philadelphia thought they knew more about the study than
K & D Medical they did.
Lewis Center, OH Jeremy Sugarman D. None of the above
MD, MPH, MA
Paul W. Goebel Jr., CIP Harvey M. Meyerhoff 6. Federal regulations require that the sponsor of a
President Professor of Bioethics clinical trial provide compensation to any subject
Paul W. Goebel Consulting Inc. and Medicine injured in the course of a study.
Monrovia, MD Johns Hopkins Berman A True
. . Institute of Bioethics and '
Elizabeth E. Hill, PhD, RN Department B. False
Associate Chief of Staff of Medicine
for Research Johns Hopkins University 7. Inalarge study of a mock informed consent form,
VA Sierra Nevada Baltimore which standard IC section caused participants to
Health Care System make the most negative comments?
Reno, NV J. Mark Waxman, JD A. The description of the hypothetical trial
Partner B. The hypothetical risks and benefits section
Foley & Lardner C. The rights and confidentiality section
Boston D. The description of hypothetical clinic visits and
lab draws

“We think it's wonderful when we get medical
students in combined degree programs, working
on their PhDs,” Coley says. “We had one student

8. In building an IRB member mentoring program,
which of the following orientation/mentoring
components might work best?

who was getting a PhD in philosophy, and so he A. Have new members first observe an IRB

was an active IRB member for five years, and meeting, but without voting.

now he’s back as a medical student, completing B. At the second meeting, have new members

his medical degree.” shadow the vice chair and prepare the primary
There typically are two to four medical reviewer checklist as a dry run.

C. New members vote at the second meeting and
are on their own at the third meeting.
To reproduce any part of this newsletter for D. All of the above
promotional purposes, please contact:
Stephen Vance
Phone: (800) 688-2421, ext. 5511
Fax: (800) 284-3291
Email: stephen.vance @ ahcmedia.com
Address: AHC Media LLC
3525 Piedmont Road, Bldg. 6, Ste. 400
Atlanta, GA 30305 USA

To reproduce any part of AHC newsletters for
educational purposes, please contact: . 9 9) ) ° ‘9 “(9) "¢ SIOMSU
The Copyright Clearance Center for permission (p)8°(0) 2 (@ 9°(9) g v
Email: info @ copyright.com
Website: www.copyright.com

Phone:  (978) 750-8400 .
Fax: (978) 646-8600 students each year, although this year there are

Address: Copyright Clearance Center seven medical students and several more who
222 Rosewood Drive have stayed on the IRB after completing one year
Danvers, MA 01923 USA of service, she says. l

24 IRB ADVISOR / February 2008




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


