
Keep it simple: Make consent 
documents easy as possible 
Readability improves, but many forms still too complex 

Although some researchers are doing a better job of presenting
informed consent documents in language that subjects can
understand, too many still rely on jargon and overly technical

language that can stymie people with limited literacy.
That’s the view from those who study the language used in consent

documents.
“The average consent form that I’ve looked at very often scores at

grade 16 [reading] level — completely inappropriate,” says Rima Rudd,
ScD, director of educational programs at the Department of Health and
Social Behavior, Harvard School of Public Health in Boston.

Rudd says even the target goal of an eighth-grade reading level for
documents aimed at a general population may be too high. She says a
survey of U.S. adult literacy conducted in the early 1990s showed that
the average American adult has what she would term limited literacy
skills, particularly in the area of document literacy — the skill required 
to read a form.

“Document reading is more difficult than other kinds of reading,” 
she says. “You may not know a word in prose, but you can kind of fig-
ure out the meaning of the word in a sentence. But if the word is just on
a list, just on a chart, it’s more difficult to understand.”

Rudd says the average adult probably reads at somewhere between 
a seventh- and eighth-grade level. “That’s the average,” she says. “And
then people with more limited literacy skills fall below that.”

This has serious implications for the informed consent process, says
Holly Taylor, MPH, PhD, assistant research professor in the Department
of Health Policy and Management, Bloomberg School of Public Health
and Berman Bioethics Institute, Johns Hopkins University in Baltimore.

First and foremost, people who don’t understand the consent form
they sign may not fully understand the project they’re volunteering to
join and the risks it entails.
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In addition, participants who don’t understand
the project fully may jeopardize the study itself.
“If they don’t understand that they’re required to
adhere to a particular prescription or to come into
the clinic every week for three weeks for a follow-
up checkup, then your trial may not go as well as

it should,” Taylor says.
Finally, people with limited literacy may sim-

ply opt out of clinical trials altogether because
they’re intimidated by the complexity of the con-
sent forms — excluding them from any potential
benefit. “That’s a bad thing, too,” Taylor says.

The Office for Human Research Protections
advises that informed consent documents be
written in “lay language, (i.e., understandable 
to the people being asked to participate).” 

Better readability lowers anxiety

Studies have shown that improving the readabil-
ity of informed consent documents has measurable
effects on the subject population participating in a
clinical trial.

Peter Raich, MD, a senior scientist at AMC
Cancer Research Center in Denver, surveyed
breast cancer patients using two informed consent
documents — a control document used at some 20
institutions and one written at between a seventh-
and eighth-grade reading level. His survey was
piggybacked on an existing breast cancer treat-
ment trial. A week after subjects completed the
forms, they were asked about their knowledge of
the trial and their decisions about participating.

Raich said his study found slight improve-
ments in the participation and knowledge of sub-
jects who had used the modified form, but no
statistically significant difference.

However, there was significantly less anxiety
among subjects who used the lower-literacy
form, as well as greater satisfaction with both the
form and the entire informed consent process.

Raich said improving the readability in
informed consent documents didn’t require
sacrificing content. (See chart, p. 27.)

“Instead of a 12th- to 16th-grade reading level,
we were down to seventh to eighth grade, mostly
by using simpler words, shorter sentences,” he says. 

Formatting changes also helped — larger print,
more white space.

“We divided the content into categories. We did
it in a question-and-answer format. When we had
to use medical terminology, we tried to explain
that. We included some graphics, some pictures,
some symbols.”

Reich says the regimen subjects must follow
was presented in a calendar format that many
people found helpful.

Interestingly, all the changes in the lower-liter-
acy version made that document twice as long as
the standard document.
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But when asked, fewer subjects reported that
the modified document was too long. More, in
fact, said the standard version was too lengthy.

“[Subjects receiving the lower-literacy form]
perceived it was not as onerous a task wading
through these pages,” Raich says. “It had a lot to
do with the perception of how easy it was to go
through it.”

He believes that the reason there was little
improvement in actual participation was that
many cancer patients often come into clinical tri-
als with their minds already made up to join.

“It’s a very critical situation; they feel it’s life-
threatening, they know they have to do some-
thing,” he says. “So I think there’s not as much
decision on the part of the patient as far as weigh-
ing pros and cons.”

A second study now under way looks at modi-
fied informed consent documents for preventa-
tive regimens for prostate cancer. Raich says this
may give a better idea of whether a lower literacy
document helps form a decision to participate. 

IRBs enforce standards

Taylor says she’s seen improvement in the con-
sent forms she reviews as a member of an IRB at
Johns Hopkins School of Medicine. But she says
it’s still a challenge for many investigators to 
tailor their writing to a different audience.

“The people writing these things, in general,
are MD- or PhD-trained folks who are not asked
on a regular basis to express themselves in eighth-
grade language. They’re just not trained in writ-
ing at that level.”

She and Rudd say there are steps IRBs can take
to help improve the consent documents that come
before them:

• Provide help. The IRB on which Taylor serves
employs an informed consent specialist, whose
primary responsibility is to review consent forms
and consult with investigators about changes to
improve readability.

Eventually, the specialist will be available early
in the process, so that she can help shape informed
consent documents before they ever get to the IRB.

Taylor says that ideally, that person would be
skilled in health behavior and health communica-
tion in order to help translate complex medical
information into format and language that allows
participants to better understand it.

• Enforce standards. IRBs should routinely
require investigators to run informed consent
documents through one of the many available

reading level assessments, such as one created by
Edward Fry, formerly of the Rutgers University
Reading Center, and the SMOG readability for-
mula, which uses counts of polysyllabic words 
to estimate the grade level of a document.

“They must submit a reading level assessment
and tell what assessment form they use,” Rudd
says. “You can’t compare the SMOG with the Fry
— they’re slightly different, they measure in
slightly different ways. So the IRB has to say: You
must use the SMOG or the Fry. They have to be
very clear so there’s consistency.”

The IRB also should enforce format require-
ments such as ragged-right justification, which
Rudd says is easier for the eye to follow, as well
as sufficient white space and font size.

“I’m not going to read a consent form in 8-
point font,” Taylor says. “It’s just ridiculous to
ask me to do that. And it’s even more ridiculous
to ask somebody to enroll in a macular degenera-
tion trial in 8-point font.”

In order to enforce easier readability standards,
IRBs may have to take on some of their own prac-
tices, Taylor says. When studying the boilerplate
language required by IRBs of its investigators,
she and her colleagues found that language to be
complex.

March 2003 / IRB ADVISOR 27

How Do You Write Clearly?
Word choices: 

Use common, everyday words
Use “you” and other personal pronouns
Use “must” instead of “shall”
Avoid using undefined technical terms
Use positive rather than negative words
Avoid using gender-specific terminology
Avoid long strings of nouns

Verb forms:
Use active voice
Use action verbs
Use the present tense

Structure:
Use parallel construction
Be direct
Avoid using unnecessary exceptions

Source: National Institutes of Health. Clear and to the Point:
Guidelines for Using Plain Language at NIH. Bethesda, MD;
2001. Web site: www1.od.nih.gov/execsec/guidelines.htm.



“We should make sure that the standard tem-
plate the institution requires about injury or pri-
vacy should be at the same reading level,” she
says. “Basically, that’s not the case — that boiler-
plate in general is at about a 10th-grade level.”

• Know the subject population. Taylor says
it’s not always necessary, or even appropriate, for
an informed consent document to be readable by
every conceivable person. But an investigator
should know if he or she is recruiting from a pop-
ulation that’s likely to have literacy problems,
and respond accordingly.

“It’s the investigator’s responsibility to know
who they are going to be recruiting and how
many people are likely to be of a lower reading
level,” she says. “It’s their responsibility to draft a
form and a process that meet the lowest common
denominator of the folks that they’re recruiting.”

She argues against the idea of quizzing people
on their reading skills, because it puts illiterate
subjects in the embarrassing position of having 
to admit it. 

“You need to find a way to engage the person
to get a sense of their reading ability, if you can,”
she says. “What’s their education — some set of
questions that might help you decide whether
this person might be illiterate.”

• Provide alternatives for lower-literacy 

subjects. Because low literacy can be a source of
shame, many subjects who can’t read often con-
struct elaborate deceptions to mask that fact.

Taylor says that occasionally, as she goes
through a consent form with a subject, she is
asked to read it aloud.

“A person might say, ‘Oh, I left my reading
glasses in the car. Would you mind reading it out
loud?’ What I don’t know is, ‘Is it that they can’t
read, and this is their way of coping with a medi-
cal system that expects every person to be able to
read?’” she says.

Reading over a form with a subject, giving
him or her ample opportunity to ask questions
or review sections, can be a way of helping a
lower-literacy subject, she says.

But it can be a time-consuming process, and
Rudd warns that the language still has to be
understandable.

“Having it read out loud, if it’s the same jar-
gonized speech and scientific terms, is not a help.
It’s not a hindrance, but it doesn’t mean that peo-
ple will necessarily understand it,” Rudd says.

Similarly, she says, investigators can employ
technology such as video to help show subjects
what they’re being asked to do.

“New technology can definitely help out, but
we need to have that same respectful attention to
language,” Rudd says.  ■

IRBs support IOM 
recommendations
Many suggestions already in place 

As research institutions begin to digest the 
new recommendations from the Institute of

Medicine (IOM) of the National Academies in
Washington, DC, there’s general agreement that
many changes it promotes in IRB structure and
research activities are necessary to better protect
human subjects.

From increased emphasis on accreditation to
more resources for IRBs, the IOM’s recommenda-
tions mirror many similar reports from within the
research community, says Richard J. Turman, PhD,
director of federal relations for the Association of
American Universities based in Washington, DC.

“I think in general we were pleased to see that
many of the things that people have been trying
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Internet tool for
improving readability

The Health Literacy Studies program in 
the Harvard School of Public Health is a

research program of the National Center for
the Study of Adult Learning and Literacy.

The program’s web site provides a number
of resources for IRBs and investigators deal-
ing with readability:

— advice on creating and assessing written
health materials for the general public;

— links to other web sites, including those
promoting health literacy, sites with readability
assessment tools and examples of “plain-lan-
guage” health information;

— a guide to educational materials in
health literacy.

The organization’s web site is www.
hsph.harvard.edu/healthliteracy.  ■



to do for some time are listed in here,” he says. 
In the IOM report, “Responsible Research: A

Systems Approach to Protecting Research Partici-
pants,” the Committee on Assessing the System for
Protecting Human Research Participants recom-
mended a series of legislative, regulatory, and insti-
tutional changes designed to help restore public
trust in human subjects research.

Among the recommendations:
• Establishment of human research partici-

pant protection programs (HRPPP) at all institu-
tions engaging in human research. The IOM
report lists four conditions that should be “perva-
sive” within the research culture of an HRPPP: 
1) accountability for protection of human research
subjects; 2) adequate resources for protection
activities; 3) ethics education programs for those
conducting and overseeing research; and 4) trans-
parency — open communication with the local
community, research participants, investigators
and other stakeholders.

• A refocusing of the efforts of IRBs more
fully on human subject protection, with other
aspects of research oversight, such as conflicts of
interest and scientific review, assigned to other
bodies. The IOM report recommends moving
away from the term “IRB” to “Research Ethics
Review Board [ERB]” or “Research ERB,” to
reflect this change.

• Reiteration of the committee’s support for
accreditation programs for HRPPPs.

Easing the burden on IRBs

Relieving IRBs of conflict of interest and scientific
review responsibilities would be a significant step
toward relieving their work overload, says David
Korn, MD, senior vice president for biomedical and
health sciences research for the Washington, DC-
based Association of American Medical Colleges. 

Korn, former dean at the Stanford University
School of Medicine, based in Stanford, CA, says
an IRB committee has very specific responsibili-
ties mostly focusing on the ethics of research and
the protection of human subjects.

“It isn’t constituted to be expert on financial con-
flict of interest matters, nor is it constituted to be a
scientific peer review body,” he says. “I understand
it would be cumbersome, and I understand there
would be more administrative costs and time and
everything else, but I think they’ve identified a real
issue there.”

While Turman agrees that another committee
should handle conflict of interest matters, he’s

less clear on how the scientific review process 
can be separated out without hampering an IRB’s
decision-making abilities.

“When you have a question on protocol in
front of you, you need to know, if I make this
change, is it still going to work scientifically?
You’re still going to have to have people in that
discussion who have the scientific expertise you
need.”

The proposed IOM model is very similar to the
structure in use at the University of Texas (UT)-
Houston Health Science Center, says IRB chair
Anne Dougherty, MD.

UT-Houston’s Committee for the Protection of
Human Subjects (CPHS), under the direction of
the vice president for research, functions as the
equivalent of a Research ERB, with input from a
conflict of interest committee and scientific
reviews carried out at the departmental level.

Dougherty says the conflict of interest process
recently was overhauled and works well. She’s
less satisfied with the scientific review, noting
that there is variability in the style and perfor-
mance among the different departments.

“I believe we need a more uniformly rigorous
scientific review,” she says. “Ideally, I would leave
this review at the department or school level,
since that is where the technical expertise should
be most concentrated. However, I would not
object to a central scientific review committee.”

The IOM’s continuing emphasis on the value
of accreditation is right on target, says Ernest
Prentice, PhD, associate dean for research and
associate vice chancellor for academic affairs
and regulatory compliance at the University of
Nebraska Medical Center in Omaha.

Prentice says the shutdowns of major human
research programs during the late 1990s and
early 2000s forced institutions to recognize the
importance of IRBs and provide them with more
resources. He says accreditation is the next step
in helping institutions evolve.

“I will tell you right now that there’s no way 
an institution will be accredited by AAHRPP
[the Association for the Accreditation of Human
Research Protection Programs, based in Washing-
ton, DC] unless they’ve got a program that’s in
full compliance with all the requirements, that
has all the components that are required for a
human research protection program,” Prentice
says.

“And in many cases, that’s going to require
institutions, if they want to be accredited, to sink
more money into their IRB operation. So I think
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accreditation is really the way to go to advance
the system in the future.”

Paying for better protection

One serious issue for research institutions is the
cost of the improvements. Both Korn and Turman
note that universities and medical colleges aren’t
waiting for the funding sources to be worked out.
“It’s a concern, but not a concern that’s barring
people from taking action,” Turman says. “We’ve
said we need to do the right thing first and then
figure out how to get paid for it.”

At UT-Houston, the CPHS staff have expanded
rapidly in recent years, and the school is develop-
ing new software to help in the processing and
distribution of protocols, a process Dougherty
says is “quite expensive.”

But the increased demands on state institutions
come at a particularly vulnerable time as state
governments across the country wrestle with
budget problems, Prentice says.

“With state budgets going down the tubes, it’s
hard for an IRB at any institution to go to the
CEO and say, ‘Listen, we need four more people,’
when they’re cutting programs and eliminating
faculty,” Prentice says. 

“It’s a very tough time. I just think that most
IRBs are tightening their belts and trying to cope
with what is an ever-increasing workload with-
out question.”

Currently, his own institution turns down
requests from researchers in the Omaha commu-
nity who want the IRB to review a research project. 

“If they’re not part of our organization, we say
no, for two reasons: One, we can’t handle the addi-
tional work, and two, we’re not prepared to assume
the liability,” Prentice says.

The IOM report acknowledges the increased
costs of beefed-up protections, noting that spon-
sors and funding sources should be tapped to pay
for them. Prentice notes that many IRBs already
charge review fees for projects sponsored by the
pharmaceutical industry, and could probably
increase those fees.

But he predicts that some smaller institutions
may simply decide that they can’t afford to
continue operating their own IRBs.

“I think they’re going to contract out their IRB
reviews to independent IRBs,” he says. “I think
independent IRBs are going to grow significantly
in the next few years. There’s no question about
that in my mind. There are going to be smaller
institutions that are going to say, ‘We just can’t

handle this anymore; it’s just too much. It’s
become too complicated.’”

One recommendation in the IOM report that
troubles Korn is the suggestion that an institution
conducting human research should be responsi-
ble for injuries or complications incurred by
research subjects.

“Obviously, if there’s negligence or any kind of
misfeasance on the part of the institution, clearly the
institution is liable for that,” he says. “But inevitably
in medical research on human beings, some things
may happen where somebody has adverse reac-
tions, where they require ongoing care. I think that
really has to be a sponsor responsibility.”  ■

Common Rule: New year,
new legislation in the works
Will Frist’s support make the difference this time?

One of the major changes promoted in the
Institute of Medicine (IOM) report Responsible

Research: A Systems Approach to Protecting Research
Participants, is a call for federal legislation expand-
ing protections to all human subjects involved in
research, regardless of funding or setting.

David Korn, MD, senior vice president for
biomedical and health sciences research for the
Washington, DC-based Association of American
Medical Colleges, says his organization supports
the expansion of the Common Rule to studies
that are not federally funded or currently subject
to federal regulation.

“We agree that would require legislation,” he
says. “That really is a statutory issue that cannot
be done simply by regulation.”

Robyn S. Shapiro, JD, a partner specializing 
in health care at the law firm Michael Best and
Friedrich in Milwaukee, says the public is watch-
ing to see how Congress reconciles the compet-
ing interests in the area of human subjects
research.

“What’s at stake is the trust of the public in
participating in research,” says Shapiro, who 
is also director of the Bioethics Center at the
Medical College of Wisconsin in Milwaukee.
“We desperately need their involvement and
their support in order for research to proceed
and for this country to remain at the cutting
edge of development and advances.”



Last year, two bills introduced in Congress
addressed improvements to human subjects 
protection. Both bills went nowhere.

This year, the sponsor of the House bill, U.S.
Rep. Diana DeGette (D-CO), will try again, says
Dawn Jackson, legislative assistant.

Jackson says an updated version of last year’s
Human Research Subject Protections Act could be
introduced as early as March.

On the Senate side, the issue may have a more
powerful ally in newly minted Senate Majority
Leader Sen. Bill Frist, MD (R-TN). The Senate’s
only practicing physician, Frist said last year that
he planned to introduce legislation in this Congress
promoting several components of the IOM report,
including:

— consistent and effective protection for all
research subjects;

— effective federal oversight;
— additional resources to ensure that neces-

sary safeguards are in place.
Shapiro says she believes Frist will stay involved

in this issue despite his expanded responsibilities.
“Having testified before one of his committees,

I tend to think that he really has a passion for
these issues,” she says. “He really knows that he
has special insight into them, and I’d be really
surprised if he were not also extremely motivated
to make a mark in this way.”

Many research institutions aren’t waiting for the
government to make the change. Anne Dougherty,
MD, IRB chair at the University of Texas-Houston
Health Science Center, says her university already
approaches all protocols under the Common Rule,
regardless of funding source.  ■

IRB review not mandatory 
for listings on the Internet
Some question whether sites are recruitment tools

It’s as simple as typing in an Internet URL,
entering a few keywords, and hitting return

— across any person’s computer screen comes a
nationwide listing of clinical trials under way at
various research institutions.

Some sites even offer matching services — on
the site CenterWatch.com, for example, interested
potential subjects can enter their criteria and are
e-mailed lists of trials for which they might be 

eligible as research subjects. 
Could use of these listing services be consid-

ered recruitment? And if so, should investigators
and/or corporate research sponsors get IRB
approval before posting information about their
research on these sites?

What is a recruitment tool?

A recruitment tool is defined as any message
that is intended to be seen or heard by prospec-
tive research subjects for the purpose of inform-
ing them about the existence of a study, Goebel
specifies.

This could include both advertisements for 
the trial and listings placed on Internet sites.
Messages that are not considered recruitment
tools are newspaper, radio, television interview
or stories that are not advertisements.

“Advertisements are generally paid for;
whereas, news stories are the interview or arti-
cles prepared by reporters,” he says. “Any per-
son may exercise his or her First Amendment
rights also without control or approval by the
IRB.”

According to the FDA guidance, IRBs should
review the content of any advertisements directed
at potential participants because the FDA consid-
ers the advertisement to be the beginning of the
initial informed consent process, and it is neces-
sary to ensure that the ad doesn’t contain ele-
ments that unduly promise a cure or effective
treatment or otherwise coerce the individual to
enter the study, he notes.

But given the current limited content of most
on-line trial listings, it is unlikely that they will
violate this standard, he concludes. 

As long as the listings contain only the basic
information about the trial and where it is being
conducted — and make no claim of a possible cure
or effective treatment — they are not recruitment
tools and not subject to IRB approval, says Paul W.
Goebel, CIP, vice president of the Columbia, MD-
based Chesapeake Research Review Inc. and for-
mer chief of the institutional review branch of the
Center for Drug Evaluation and Research at the
U.S. Food and Drug Administration (FDA). Goebel,
a member of IRB Advisor’s editorial board, helped
develop the FDA’s regulations governing the con-
duct of research trials.

The FDA information sheet, “Recruiting Study
Subjects,” details what comprises a study recruit-
ment tool and what items are subject to IRB review.
The sheet can be found on the administration’s
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web site at www.fda.gov/oc/ohrt/irbs/toc4.html.
“When the postings do not contain a claim of

certainty of cure or effective treatment, no IRB is
necessary,” he points out. “The posting can accu-
rately describe the purpose of the research, e.g.,
‘to determine whether XYZ is safe and effective
for the treatment of __.’ The sponsor or other
entity doing the posting should be guided by the
purpose outlined in the protocol for the study.”

IRBs should review postings that exceed the
bare-bones information, though this is not required,
he adds.

“The FDA guidance states: ‘When the opportu-
nity to add additional descriptive information is
not precluded by the site’s database system, IRB
review and approval may assure that the addi-
tional information does not promise or imply a
certainty of cure or other benefit beyond what is
contained in the protocol or informed consent
document,” Goebel says.

Potential for abuse?

That information was news to Casey Bush,
research regulatory specialist at Legacy Health
System in Portland, OR.

He was surprised to learn from some study
coordinators that corporate sponsors were advis-
ing them to post information about clinical trials,
not only on Centerwatch and ClinicalTrials.gov
(the site maintained by the National Institutes of
Health) but also on sites sponsored by pharma-
ceutical companies and web sites devoted to spe-
cific diseases or conditions — and they were
specifying to the coordinators that IRB approval
was not required.

“I was amazed that they could do this,” he
states. “I really thought this was an issue for
IRB review. At first, they wanted to put the
information on general sites like CenterWatch
and ClinicalTrials.gov, but the sponsor extrapo-
lated that to wanting to post it on specific sites,
like psoriasis.com, etc. They specifically told
our coordinators that they did not need to take
it to the IRB for approval. But once you put a
listing on a web site for say, a diabetes support
group, for example, that seemed like direct
advertising.”

At Legacy, research staff frequently take calls
from people who have combed through Internet
sites and simply know that research is conducted
there, and they call up wanting to volunteer, Bush
says.

“We don’t even get many participants via the

Internet. We are a hospital system, and we only
do studies on people who have conditions that
we treat in our system,” he explains. “We are
listed on CenterWatch mainly because it allows
companies to know we are here and are conduct-
ing trials, it’s not done with the intent of getting
participants.”

He is concerned that the lack of review of
Internet postings may mean that people who hear
about the research this way may not be afforded
the same protections.

For example, IRBs typically approve the text
and scripts for radio and print advertising, and 
at the same time, review how the potential partic-
ipant who sees the advertisement will contact 
the research entity, what kind of information 
they will be provided about the trial, and how
much information the researchers are allowed 
to collect and keep from the initial callers, he
states.

The same may not be true of the on-line list
announcements, he notes.

No cause for concern

The FDA considered such listings when devel-
oping their guidance but decided that most
databases used by these sites only allowed the
input of basic trial information, says Goebel.

“The practical reality is that it is relatively
easy to obtain IRB review before a notice is
posted on a web site. The problem is, it will
usually not be the IRB of record for all the sites
of a multisite study,” he explains. “These IRBs
will generally not have the authority to change
or remove web postings. When the posting is
limited to basic information about the research
project, little or no protection would be added
by IRB review.”

Using the large number of postings on
ClinicalTrails.gov as a guide, it was decided 
that IRB review was not necessary. However,
the FDA did reserve the right to require IRB
approval if postings changed and resulted in
prospective subjects being unduly influenced to
participate in the research project, he adds.

As for placement on disease-specific sites, such
as a support group for people living with a spe-
cific condition, Goebel says the only criteria for
judgment remains the content of the listing — not
its location. 

“As long as only the basic information is
included, I can see no difference between a
general site and a disease-specific site.” ■
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OIG solicits comments 
on use of inducements 
Funding source is being considered

By J. Mark Waxman, JD
General Counsel
CareGroup Healthcare System
Boston

It would seem that two recent publications by
the Office of Inspector General (OIG) indicate a

desire by the agency to be less stringent when it
comes to the use of inducements for clinical trial
participation involving Medicare and Medicaid
patients. 

First, the OIG is soliciting comments on the
development of exceptions to the rule against offer-
ing inducements to order or receive Medicare or
Medicaid reimbursable items or services. In the
clinical trial context, the concern has been that once
coverage of physician, hospital and other routine
services covered by Medicare and Medicaid
become more available as a result of the National
Coverage Determination in 2000, inducements that
had been offered to stimulate participation may
well cross the line to become illegal remuneration.1

In its announcement soliciting comments on
this area, several specific situations were high-
lighted.2 The OIG noted that in any given trial,
the value or volume of covered services may be
substantial or incidental. The question is posed as
to whether the application of the rule should be
the same in each case. One hopes that however
this issue comes out, the result is a relatively
bright line test that provides clear guidance. 

A second issue involves public benefit vs. com-
mercial benefit. To the extent that an IRB is fulfill-
ing its mandate to only approve trials that have
potential value to patients in the form of general-
izable knowledge, distinguishing between purely
commercial and public benefit trials may unnec-
essary. It is not clear whether the effort to distin-
guish between these categories — likely based on
funding source — will in fact lead to objective

and fair distinctions. 
Third, the OIG has asked for information about

the nature and types of inducements used and
their effectiveness. In this context, the OIG notes
that it recognizes that parties other than a trial
sponsor may offer free items or services. For
example, a manufacturer might offer items for
free to induce a patient to use the manufacturer’s
products after completion of the trial.

Ironically, this latter concern did not seem to
bother the OIG as it issued its second publication 
of note, Advisory Opinion No. 02-16 (“AO 2-16”)
(Dec. 23, 2002), addressing a supplier’s request for
approval to waive Medicare cost-sharing obliga-
tions for self-monitored blood glucose equipment
and supplies used by Medicare patients participat-
ing in the National Heart, Lung, and Blood Insti-
tute’s (NHLBI) Action to Control Cardiovascular
Risk clinical trial.

AO 2-16 is the third time that OIG has
addressed NHLBI clinical trials. In all three 
opinions, the OIG concluded that the waiver
“reasonably accommodates the need of an
important, cost-sharing obligations of a govern-
ment-sponsored scientific study without posing
a significant risk of fraud and abuse of the
Medicare Program.”

The various factors articulated to justify accep-
tance of cost-sharing waivers in these three opin-
ions may be instructive with respect practices
required to qualify for any exception. They
include the following factors:

• overall patient responsibility for medical
management remained in the hands of the
patient’s regular primary care physician (00-5);

• the important role of the protocol in estab-
lishing utilization standards (00-5; 98-6);

• the waiver of cost-sharing amounts would be
unlikely to influence choice of providers (98-6);

• the study was a “product-oriented or
product-specific” study (2-16);

• the resolution of the issues addressed would
have broad clinical consequences for all affected
patients, not just Medicare beneficiaries (2-16); 

• the waiver was likely to enhance the likeli-
hood of the success of the study by enhancing
patient compliance with study requirements and
retaining patients for the entire study (00-5; 98-6).

In addition to the foregoing, OIG contrasted
the studies to commercial studies — those “initi-
ated, organized, funded, managed, or otherwise
sponsored by pharmaceutical companies or other
private interests with no, or only limited, govern-
ment involvement.” 
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This suggests that it is only with governmental
involvement, perhaps through competitive selec-
tion of clinical components and central facilities,
can we be sure that improper inducements do not
occur. It is hoped that such a doctrinaire approach
will not prevail throughout the current decision-
making process. Instead, OIG should focus on the
role of the IRB in overseeing the clinical value and
processes designed to protect patients in clinical
trials, as well as the nongovernmental, clinical
trial-oriented factors set out in these three advi-
sory opinions in crafting guidelines regarding
acceptable inducements in the clinical trial area.
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1. §231(h) of HIPAA provided for the imposition of Civil
Monetary Penalties if remuneration is paid to influence
patients or potential to order or receive covered services or
items.
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Schwetz named acting 
director of OHRP 

Bernard A. Schwetz, DVM, PhD, a longtime
Food and Drug Administration (FDA) official

with expertise in toxicological research, has been
named acting director of the U.S. Department of
Health and Human Services Office for Human
Research Protections (OHRP).

Schwetz replaces Greg Koski, PhD, MD, who
stepped down as OHRP’s first director in Novem-
ber. After two years at the helm of OHRP, Koski
resigned to return to Harvard University.

As acting director, Schwetz will seek to “har-
monize” the reporting of adverse events, focus on
prevention in strengthening human protections,
and improve communications with the research
community and the public.

“Dr. Schwetz will be a strong voice to ensure

human subject protections are always the top
consideration in human research decisions,” says
Secretary of Health and Human Services Tommy
G. Thompson. “His proven leadership and exten-
sive experience will help us continue to advance
science and medical research for the good of all
Americans.”

Schwetz has been with FDA since 1993, first as
director of its National Center for Toxicological
Research in Jefferson, AR. He has served since
1999 as the FDA’s senior advisor for science, and
also has been acting deputy commissioner and
acting principal commissioner of the department.

Prior to his arrival at FDA, he was acting direc-
tor of the Environmental Toxicology Program at
the National Institutes of Health’s National
Institute of Environmental Health Sciences.

Schwetz also is a distinguished scientist in 
the College of Life Sciences at the University of
Maryland in College Park.

A national search is under way to pick a per-
manent director for OHRP, says Patricia El-
Hinnawy, OHRP public affairs specialist. A
timetable for that decision is not available, but
she says the process will closely resemble that
used to choose Koski.  ▼

Books help prepare 
for FDA inspections

Institutions preparing for Food and Drug
Administration (FDA) inspections of clinical

trial practices can take advantage of educational
materials offered by FDAnews, a company that
provides information about FDA regulatory and
legislative requirements.

The company’s Clinical Trials Set includes
“Navigating Good Clinical Practices: FDA’s
Guidelines for Clinical Trials” and “Deciphering
Data Monitoring Committees: Guidance for
Clinical Trial Sponsors.” 

“Navigating Good Clinical Practices” provides
FDA guidances on issues including interaction
with IRBs and data monitoring committees (DMC);
treatment of gender, ethnic, and age data; and con-
flict of interest regulations.

“Deciphering Data Monitoring Committees” 
is aimed at helping create an effective DMC,
including recruitment of members, working with
statisticians and organization of data for DMC
review. Included are sample meeting agendas,
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data reports, and other supplemental materials.
Cost of the set is $355, plus $16 shipping and

handling. To order, call (888) 838-5578 or (703) 538-
7600. The books also are available for purchase via
the company’s web site, www.fdanews.com, or by
mail at 300 N. Washington St., Suite 200, Falls
Church, VA 22046-3431. To order by fax, send to
(703) 538-7676.  ▼

NEJM retracts study after 
authors point to forgery

The New England Journal of Medicine announced
Feb. 10 that it is issuing a retraction of a study

published in its Oct. 24, 2002, issue.1

The decision to retract the study was made 
at the request of a number of the listed study
authors who wrote the journal claiming their sig-
natures had been falsified on documents submit-
ting the article for publication and that they had
not had the opportunity to review the original
data nor seen any of the manuscripts.

In an editorial comment published on the publi-
cation’s web site and to be published in the March
6 print edition, editors Gregory D. Curfman, MD;
Stephen Morissey, PhD; and Jeffrey M. Drazen,
MD, wrote:

“Of the eight persons named as authors of 
the article, some claimed that they had never
reviewed the original data, and most claimed
they had not seen or approved either the original
version or one or more of the three revised ver-
sions of the manuscript. One author claimed that
he had seen neither the original data nor any ver-
sion of the manuscript. Thus, there was an egre-
gious disregard of the principles of authorship, 
as specified by the International Committee of
Medical Journal Editors.”

According to the editors, a co-author falsified
signatures of several of the authors without their
knowledge during the review process. Falsified
signatures appeared on the letters of transmission

accompanying the original and revised versions
of the manuscript. 

The journal became aware of the falsifications
only after the article was published and several
listed co-authors wrote a letter asking that the
study be retracted.2

To prevent such occurrences in the future, the
journal plans to inform all authors of record via 
e-mail when a manuscript bearing their name is
received.
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■ How do you handle
subjects’ complaints? 

■ IRBs and the oversight
process

■ Are IRB members
individually liable?

■ The impact of patient
advocacy groups

COMING IN FUTURE MONTHS

CME instructions

Physicians participate in this continuing medical
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 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 in order to receive a
certificate of completion. When your evaluation is
received, a certificate will be mailed to you. ■
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For information about the CME program, please
contact customer service at (800) 688-2421; 
e-mail customerservice@ahcpub.com.

9. What condition does the IOM report, “Respon-
sible Research: A Systems Approach to Pro-
tecting Research Participants,” say must be 
“pervasive” within the research culture of a 
human research participant protection program?

A. Accountability for protection of human research 
subjects. 

B. Adequate resources for protection activities; 
C. Ethics education programs for those conduct-

ing and overseeing research.
D. Transparency — open communication with 

the local community, research participants, 
investigators, and other stakeholders.

E. All of the above

10. A study that allowed participants in a breast 
cancer treatment trial to use modified con-
sent forms with improved readability led to 
statistically significant improvements in what 
area?

A. Participation in the trial
B. Knowledge of the details of the trial
C. Satisfaction with the overall informed consent 

process
D. None of the above

11. Which of the following are considered suit-
able reasons to accept cost-sharing waivers: 

A. Overall patient responsibility for medical 
management remained in the hands of the 
patient’s primary care physician.

B. The waiver of cost sharing amounts would be 
unlikely to influence choice of providers (98-6).

C. The resolution of the issues addressed would 
have broad clinical consequences for all affect-
ed patients, not just Medicare beneficiaries.

D. All of the above

12. According to the FDA guidance on recruiting 
study subjects, listing of trial information on 
an Internet site:

A. Would not be considered a recruitment tool.
B. Requires IRB review of the information to be 

contained in the announcement.
C. Does not require IRB approval.
D. None of the above

Answers: 9-E; 10-C; 11-D; 12-C.

CME questions

CME objectives

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

• establish clinical trial programs using
accepted ethical principles for human
subject protection;

• describe the regulatory qualifications
regarding human subject research;

• comply with the necessary educational
requirements regarding informed consent
and human subject research;

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

• explain the potential for conflict of financial
interests involving human subject research;

• discuss reporting adverse events during
research. ■
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