
Dana-Farber Cancer Institute goes
beyond regs with its QA program
Human subjects protection garners two awards

At the Dana-Farber Cancer Institute in Boston, human subjects
protection is treated as a quality assurance issue. The institute
takes steps to ensure that protections are extended throughout

protocols through data monitoring and auditing and is working to
improve informed consent through a validated questionnaire.

The emphasis on quality paid off recently, when Dana-Farber
received two awards for its human protections innovations from the
Health Improvement Institute, a nonprofit organization dedicated to
improving the quality of America’s health care.

It was the only institution to receive two awards.
Dana-Farber/Harvard Cancer Center, a collaboration between the

cancer institute and six other Massachusetts health institutions, won an
award of excellence for best practice for the Quality Assurance Office
for Clinical Trials (QACT), a comprehensive system to ensure protection
of human subjects.

The Health Improvement Institute named the cancer institute’s
Quality of Informed Consent questionnaire as the winner of its award
for excellence for innovation.

Monitoring life cycle of protocols

The Quality Assurance Office for Clinical Trials is a department that
helps monitor the entire life cycle of a protocol, says Jane E. Russell,
quality assurance officer for clinical trials.

“It’s kind of a unique department,” Russell says. “Other people do
have different structures — they might have a clinical trial office that
does all this but in a different way.”

The department began as the Quality Control Center in 1986 and has
evolved as the organization grew. 

Dana-Farber/Harvard Cancer Center is a collaborative effort with
Beth Israel Deaconess Medical Center, Brigham and Women’s Hospital,
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Children’s Hospital Boston, Harvard Medical
School, Harvard School of Public Health, and
Massachusetts General Hospital.

QACT serves the research functions of the can-
cer center with a staff of 15, Russell says. Among
the department’s responsibilities:

— protocol registration and eligibility checking
for all patients joining clinical trials;

— computerization of clinical trial data for the
institutions’ in-house trials;

— an internal auditing component; 
— data safety monitoring.
The QACT department reports to the director

of clinical trials support and through him to the
senior vice president for research, Russell says.
The department works with the institute’s IRB
and its support office, the Office for the Protection
of Research Subjects.

“I’m a member of the IRB and we receive all the
new protocols that are activated,” she says. “We
manage the data safety monitoring plan and the
data safety monitoring boards for the institute,
and we submit those reports to the IRB.”

The computerization of clinical trial data takes
up much of the department’s staff, six people out of
the total 15. But it’s the audit function that provides
what Russell calls “the big bang for the buck.”

Three staffers look closely at open protocols —
reviewing the medical records for compliance to
the protocols. They conduct 40-45 such audits
each year.

“They’re reviewing whether the protocol is fol-
lowed appropriately,” Russell says. “Were dose
modifications made appropriately? Was adverse
event reporting done when required, and was the
treatment given according to protocol?”

When the audit is completed, a formal report
is sent to the Clinical Investigations Policy and
Oversight Committee, which oversees both
OPRS and QACT.

The audit system has helped Russell’s depart-
ment identify problems and correct them. For
example, an audit turned up confusion in how to
report treatment deviations and violations, and so
the forms were revised. The department now is
developing a policy on ensuring consistency after
a principal investigator is replaced on a protocol,
after that problem was identified in an audit.

The QACT is continuing to evolve to meet the
needs of the organization. Russell says the depart-
ment currently is working on implementing a com-
puterized clinical trial management system. 

With the computerized system, data managers
or clinical research coordinators will enter data
electronically. The system can be used to create
calendars for patients and researchers, to track
such things as which tests need to be ordered.

“A lot of people are probably already using
them but most of the academic centers are not
because they’re very expensive,” she says.
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While the QACT program has been a compo-
nent of Dana-Farber’s human subjects protection
for years, the second innovation cited by the

Health Improvement Institute is relatively new.
Quality of Informed Consent QuIC (see

above chart) is a validated questionnaire used
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by researchers at Dana-Farber Cancer Institute
to examine how well research participants
understand the clinical trials in which they’re
involved.

Steven Joffe, MD, MPH, attending physician
and hospital ethicist at the institute, says the
QuIC program was developed because of con-
cerns that the informed consent process wasn’t
well understood.

“I think the first step in improving any process is
really studying it, understanding it, evaluating it
well,” Joffe says. “If you want to study outcomes of
the informed consent process, you need tools and
some agreement on how you go about studying it.
And that was where we perceived there to be a big
hole.”

As he looked at the existing research on the
subject, he found that it was difficult even to
decide exactly what to study.

“We really hadn’t figured out how to go about
evaluating the informed consent process — what
questions to ask, how to answer them, how to do
research, how to evaluate the process in a way that
was reproducible, that could be done from one
place to the next,” Joffe says, “so that two people,
working in different places, for example, could ask
the same questions, use the same methods, and
come to answers that could be compared.”

Comprehension is measured

The team wanted to develop a survey that
could be used across multiple types of trials, even
different diseases, testing basic core information
that human subjects would need to know about
participation in a clinical trial.

They started with the basic elements of informed
consent spelled out in federal regulations — pur-
poses of the research, foreseeable risks, benefits, etc.
Questions on the survey were framed in the broad-
est possible terms, Joffe says. For example, partici-
pants wouldn’t be asked about specific physical
risks of a treatment, but rather whether there are
additional risks of any kind associated with the
trial.

Each question is framed as a declarative state-
ment with three possible answers: Agree, Disagree,
or Unsure. Some statements are true, and some are
false.

Joffe says that after his team developed the ques-
tionnaire, it was reviewed by a panel consisting of
physician/oncologist/ethicist, a senior biostatisti-
cian, and a nurse ethicist. They helped refine the
survey, which first went into use in 1999.

Since the institute began using QuIC, Joffe says
it has helped identify factors that can lead to
improved understanding of informed consent —
and to changes in practices at the institute:

• Removal of language barriers. People whose
first language was not English but who received
their consent information in English had more
problems than other subjects. 

Joffe says that realization has led to a height-
ened sensitivity among researchers at Dana-
Farber of the need for translators. “You have to be
very careful when you’re consenting somebody,
even when you think their English is reasonably
good,” he says. “You may need a translator for
the consent conference, even if you wouldn’t in
the course of an ordinary clinic visit.”

• Time to think it over. “We found that 
those who signed up on day one were less 
well informed than those who took their con-
sent forms home and thought about it for at
least a day,” he says. 

Joffe says that whenever possible, researchers
now encourage subjects not to sign up right
away, but to go home, discuss the matter with
family, perhaps have another conversation with
the research nurse.

“There are lots of things that can happen in those
few days that might make a difference,” he says.

• Perceptions of understanding. One trou-
bling finding, Joffe says, is that neither the
patients nor their doctors seemed to be good
judges of how much the patients understood.

“We asked patients these questions that
allowed us to classify their level of understand-
ing and then we asked them how well they think
they understand,” he says. “And there wasn’t a
lot of relationship between how well you think
you understand it and how well you do, at least
by our measures.”

Surveys of doctors showed that same type of
disconnect.

“If that’s true, then it’s hard for me, when I’m
sitting down with my patient to consent them for a
trial, to gauge their understanding and to know
how to proceed — when I should be worried and
be doing more and when I should be comfortable.”

• Importance of the form itself. Joffe says that
when he began, he hypothesized that patients
weren’t reading forms very carefully, and so the
content of the forms themselves wouldn’t make
much difference in how well patients understood
them.

“We thought it was going to be mostly about the
conversations that people had with the doctors
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and the nurses,” he says. “I think we proved our-
selves wrong on that one. Most patients said they
read their consent forms fairly carefully, and we
found that those who did read them carefully did
a lot better.”

He says that an informed consent template
offered by the National Cancer Institute, one that
used a question-and-answer format, led to better
understanding of the trials.

Dana-Farber’s team still is using and refining
the survey, adding more detailed questions, par-
ticularly aimed at patients in randomized trials.

But Joffe sees a value for QuIC that goes beyond
its use as a research tool. He says an investigator
or even an IRB could administer this survey as a
way of monitoring its informed consent process to
make sure it’s working as it should.

“People are talking about IRBs monitoring con-
sent as it happens, and this may be a tool that will
allow them to do that,” he says. “Maybe this is
one way that they can do some sort of rational
assessment of the consent process and whether
it’s working.

“I’ve had a number of people contact me to
talk about using it in their own work. Some of
them as researchers, others as IRB members or
consent monitors who are thinking about how 
to bring it into their setting.”  ■

IRB members face
individual lawsuits
Boards may want to insure members

IRBs now have a new legal worry — the recent
emergence of lawsuits aimed squarely at indi-

vidual IRB members, rather than just at the insti-
tution or the IRB as a whole.

So far, there have been only a few cases that
have received national attention. But that’s been
enough for IRBs to go to their lawyers looking for
advice — and to their insurers to make sure that
individual members are covered.

The possibility that they could be personally
sued if a research subject is injured has come as a
shock to many IRB members, says Patricia Bass,
JD, associate general counsel for Boston Medical
Center.

“They probably thought of it previously as an
innocuous activity, like being on a church board,
that nothing really could happen to them,” Bass

says. “But when you really look at it, people who
are on church boards can find themselves sued.
From a pure lawyer’s standpoint, it’s not that
different.”

So far, the most well-known example of nam-
ing individual IRB members in a suit came in
2001 when participants in a cancer vaccine study
at the University of Oklahoma Health Sciences
Center in Tulsa (OUHSC) sued the lead investiga-
tor, university officials, and each member of the
OUHSC-Tulsa IRB board, alleging violations of
human subject protections.

Although officials at the university declined
comment on the suit or its resolution, Alan
Milstein, JD, a Pennsauken, NJ, attorney who
represents the plaintiffs in the case, says the uni-
versity settled the part of the suit that pertained
to the IRB members.

Milstein says he included the members in the
lawsuit because federal regulators had specifi-
cally faulted the IRB with failure to conduct its
operations in accordance with regulations.

The Tulsa IRB has since disbanded. 
Milstein has represented plaintiffs in a number

of high-profile lawsuits over clinical research,
including one filed by the family of Jesse Gelsinger,
who died in 1999 in a gene therapy experiment at
the University of Pennsylvania. He says that he
infrequently names individual IRB members, in
perhaps 10%-20% of the lawsuits he handles.

“You can’t simply sue an IRB member because
they diligently did their job but perhaps came up
with the wrong decision, based on hindsight,”
Milstein says. 

“If you have a study in which clearly the
design of the study was such that the risks out-
weighed the benefits, and it’s apparent that the
IRB didn’t give the study the review it should
have done before approving it, that’s one thing,”
he says. “When there’s absolutely no oversight
once the study goes on — a lack of reporting, a
lack of follow-up on why there is no reporting,
then those are the other kinds of things that
would bring the IRB into play.”

Potential members wary

The repercussions of the Tulsa case are begin-
ning to be felt at IRBs across the country.

John Isidor, JD, chief executive officer of
Schulman Associates, an independent IRB in
Cincinnati, said he’s had one potential IRB mem-
ber decline because of concern about liability.

“I did have one person that I contacted to either
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be a consultant or to be an alternate board mem-
ber,” he says. “He had discussed it with his coun-
sel, and he declined because of liability concerns.”

Although IRB members rarely have the kind of
assets that plaintiffs in lawsuits are seeking, their
inclusion in a suit can have a powerful effect,
says Isidor, himself a former trial lawyer.

“Believe me, the members can exert pressure on
the entity to settle because they’re prestigious peo-
ple, and they’re unhappy,” he says. “Plus, it cre-
ates a lot of negative publicity for the university.”

Isidor notes that a member anxious to be
released from a suit might be inclined to cooper-
ate with the plaintiff. 

He says that while the IRB community is sensi-
tive to the threat of lawsuits against members,
concern would become much greater if any case
were to result in individual judgments against
IRB members.

“There have been a few cases that got a lot of
publicity, but ultimately, they’ve settled out,”
Isidor says. “It hasn’t gone to the mat, so to speak.

“If there is a widespread recognition of the lia-
bility of these members and then subsequently it
goes to judgment, or there are repeated lawsuits
in which IRB members are named individually,
then I think it would be very, very detrimental.”

Kendra Dimond, JD, and Mary Marta, JD,
MSN, CPHQ, attorneys in the Washington, DC,
office of Epstein, Becker & Green, say they’ve dis-
cussed the implications of the Tulsa case with
many of their clients who are involved in research.

“I can’t help but think that we’ll see more of
these cases, simply because now we’ve seen one
on the books,” Dimond says.

Advice for IRBs

They and others have advice for institutions
that are examining their IRBs’ potential legal
exposure:

• Check insurance coverage. Milstein says 
IRB members often fall between the cracks of a
research institution’s standard insurance cover-
age. He says they’re usually not covered under
such categories as malpractice insurance, direc-
tors’ and officers’ liability insurance, or general
liability coverage.

Dimond agrees that insurance is a huge issue. 
“It’s possible that IRB members may be covered

for their responsibilities, and it’s also very possi-
ble that they’re not covered,” she says. “What
we’ve been doing with clients is suggesting that
they talk with their brokers and insurance carriers

to determine what exactly is the situation.”
The question is particularly tricky as it relates to

nonaffiliated members, who wouldn’t be covered
in the same way that employees of the institution
would. Dimond and Marta say a government
institution, such as a state or municipal hospital,
may be limited in its ability to indemnify, or take
on the liability, of the nonaffiliated members,
depending on the laws of that particular state.

Isidor says his previous career as a trial lawyer
helped him recognize early the potential for IRB
members to be pulled into lawsuits.

“I read the regulations and I figured at some
point in time it could lead to litigation, including
the naming of IRB members,” he says. “Many
years ago, we purchased insurance, and we also
sought indemnification agreements from the
sponsors specifically for IRB members.”

Isidor advises IRBs to explicitly discuss the
issue with all potential candidates for member-
ship. “We do that. We have always done it. I’ve
told them that they could be individually named.” 

• Examine agreements with sponsors. Marta
says an institution needs to carefully review
indemnification provisions in its contracts with
research sponsors, to be sure that IRB members
are covered.

Generally, Dimond says, sponsors are willing
to indemnify, because they realize the risk that
research sites bear.

“If someone’s not particularly savvy with the
indemnification, it may be an issue that they just
didn’t know to ask the right questions or to look
for the right language in the indemnification pro-
vision with the sponsor,” she says.

• Review all pertinent regulations and poli-
cies. In the end, Bass says, the best way to mini-
mize IRB members’ risk is to ensure they’re
following all the necessary regulations and poli-
cies that apply to the IRB. 

“The general answer is always do your duty,”
she says. “There’s no sort of magic solution to this.”

Dimond and Marta note that failure to comply
with the any of the state, federal, or institutional
rules that govern IRBs could be argued as negli-
gence in a lawsuit.

Milstein says many IRBs simply lack the
resources to properly monitor all of the studies
that go on at their institutions.

“Some of the major institutions are conducting
between 3,000-5,000 studies at once and there’s
just no way in the world that one, two, three,
four, or five IRBs can handle that many studies.
It’s just impossible.”  ■
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New FDA drug category
proposed by military 
Designation would apply to battlefield drugs

Aproposal to create a new category of Food
and Drug Administration (FDA) licensure for

drugs used by the Department of Defense (DoD)
against nuclear, biological, and chemical threats
has caused a stir in human research circles.

One of the authors of the proposal says the
goal isn’t to weaken human subjects protection
standards for those on the front lines of potential
bioterror attacks, but simply to allow for the spe-
cial circumstances of dispensing drugs in emer-
gency situations such as wartime.

At the center of the issue is an important ques-
tion: Should soldiers preparing for war or already
on the battlefield be treated as research subjects?

“The military obviously has an interest in their
personnel being as prepared as they possibly can
make them, which includes protection from
chemical and biological weapons,” says Jeffrey
Kahn, PhD, MPH, director of the Center for
Bioethics at the University of Minnesota in
Minneapolis. “So there’s an issue about whether
that category of soldier should be considered
research subjects or people who are needed to be
trained and ready for the battlefield or some com-
bination of those two. You can certainly argue
that they are both. And the way you answer that
question is going to make a difference in what
protections you think ought to be in place.”

In emergency circumstances such as preparation
for war, following the more traditional FDA drug
approval process isn’t just impractical — in some
cases, it’s unethical, says Col. Arthur O. Anderson,
MD, chief of the Office of Human Use and Ethics,
U.S. Army Medical Research Institute of Infectious
Disease (USARMIID) in Frederick, MD.

“It is immoral for us to get our products
licensed with human clinical efficacy because in
order to have a valid clinical trial, people are
going to die — healthy people,” says Anderson,
co-author of the military proposal.

Anderson says his October 2002 memorandum
was based on an assessment of the use of vac-
cines and treatments for diseases such as anthrax
and smallpox, and weapons such as nerve gas in
previous wars, including the first Gulf War. 

He says that while innovative treatments 
are being developed for these purposes, their

availability and use are restricted by elements of
the federal Food, Drug and Cosmetic Act. Among
the problems he identifies:

• Requiring human efficacy testing for drugs
designed to treat diseases that are virtually
unknown outside of their use in bioterrorism.
Anderson argues that to conduct true clinical tri-
als would mean exposing healthy subjects to these
diseases or agents, which would be unethical.

“To do a valid clinical trial as required by the
FDA, you would have to have placebo controls
and immunized individuals and then you would
have to challenge them with a lethal dose of
agent, in order to have a valid argument that you
have proven safety and efficacy against biological
warfare,” he says.

• Designation of many drugs that are in use 
in battlefield situations as “investigational.” The
problem with this designation is twofold: It under-
mines the confidence of soldiers who may believe
they are being used as guinea pigs and it puts an
undue burden on field surgeons, Anderson says

“These gung-ho surgeons are saving lives,” he
says. “They don’t really have time to worry about
whether they’ve deviated from a protocol. Those
documentation and product accountability [require-
ments] are almost impossible to carry out on a
battlefield.”

Anderson’s memo suggests a new FDA desig-
nation: “Licensed for contingency,” to be used
when an advisory committee of DoD, FDA, and
other experts determines that time or resources
don’t permit a well-controlled clinical trial. The
committee would review existing safety and ani-
mal efficacy information to determine whether
and under what conditions the drug could be
used.

Under this system, researchers could track the
effectiveness of drugs because soldiers’ medical
information can be stored on computer chips car-
ried with them. The chips would carry such infor-
mation as further treatment or possible adverse
reactions.

Kahn says he has not seen all the details of the
proposal yet, but notes that in general, it’s accepted
that soldiers represent a unique circumstance when
it comes to the use of vaccines and drugs.

“At some level, part of the deal when you enlist
in the military — and realize that we’re not con-
scripting people here, they’re all volunteers — is
you agree to give up some of the liberties you might
otherwise have as a citizen of the United States,” 
he says. “I think some different rules may apply. 
I don’t think you suspend all of your liberties or
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Research OKs are tricky 
when dealing with neonates
Problems in research consent exist

It’s no secret that the process of obtaining
informed consent for research involving

human subjects is never easy. The process is
even more complicated, however, when the
proposed study participant is a newborn.

“In the neonatal period, it is particularly diffi-
cult,” says Jon Tyson, MD, a neonatologist and
Michelle Bain distinguished professor of medi-
cine and public health at the University of Texas-
Houston. Tyson also is a member of the Neonatal
Research Network, a federally funded effort to
design multicenter trials in neonatal research.

“The fathers are often not there. Even if they are
there, if the parents are not married, the father can-
not legally consent. The mothers have experienced
all of the changes that go on with pregnancy, labor,
and delivery. Half of the mothers of our high-risk
babies had cesareans, so they have had major
surgery with anesthesia. It is an extremely difficult
time to get consent in a way in which you feel that
there is a meaningful exchange of information.”

A study by British researchers of 200 parents and
107 neonatologists involved in clinical research in
nine European countries found problems with the
informed consent process in 70% of cases.1 In addi-
tion, even though most of the parents reported that

they felt the informed consent process to be vital, a
lower percentage of the doctors placed as high a
value on the process. 

“Most people think of informed consent as a pro-
cess that goes on between rational, thinking adults,
but that is not always the case,” continues Tyson.
“Anybody who has a sick child is going to be very
distressed. It is a very challenging circumstance.”

In addition, it is quite difficult to help the par-
ents distinguish between consenting to participate
in a study and consenting to allow a new treat-
ment for their baby, adds Michael Cotton, MD,
neonatologist at Duke University in Durham, NC.

“Often they think that giving consent is neces-
sary for their baby continuing to receive care, and
that consent will buy them new care,” explains
Cotton. “You have to be very judicious and very
clear in explaining the randomization, that their
baby may not get the new treatment, even though
their baby may be very, very sick.”

The ethical dilemma becomes more apparent to
the investigator as well. The parents may want
the unproven treatment, and the investigator,
who may actually believe in the treatment, must
be extremely careful not to unduly influence the
decision.

“You [the clinician] may know the lab literature
and other studies of the intervention you are now
researching; and you know it is probably going to
be OK, and you want to go ahead and give it to
the baby but you can’t because you have to get
consent,” he says. “You can’t get their consent by
being biased, by saying, ‘If it were my baby, I’d do

56 IRB ADVISOR / May 2003

your right to certain protections as a subject in
research. But I think the needs of [military] readi-
ness alter the way we should think about how
much testing must be done before these agents 
are used more widely on the population of the
military.”

He says that a system with some safeguards to
bring forward drugs that show promise of effec-
tiveness could be a sensible intermediate approach
between no testing at all and the normal full FDA
approval process.

One important question, Kahn says, is whether
soldiers have a “right to withdraw,” whether they
can choose not to take a drug if they’re concerned
about its safety.

Previously, soldiers have been court-martialed
for refusing anthrax vaccinations.

“Informed consent means there’s an option not
to participate, and then what happens to those
people?” Kahn asks. 

While Anderson says no official action has been
taken on his proposal, a recent FDA change creating
a “streamlined investigational new drug (IND)”
process has addressed some of his concerns.

FDA officials were unavailable for comment
for this article, referring questions to the DOD.
But previous published reports have outlined 
a streamlined IND process now in use that
includes informed consent, use of an IRB board
to review the protocol, and collection of out-
comes data.

Anderson says any drug used under these con-
ditions would be subject to animal efficacy and
human safety testing. But he says he knows that
arguing for any difference in standards for drugs
used by the military could be a hard sell to some.

“It’s a ‘You’ve-got-to-trust-me’ kind of thing,
and obviously the military is always what people
don’t trust, because we’re the government,” he
says.  ■



this.’ If you were the baby’s doctor you could; but
if you are the person obtaining consent, you really
shouldn’t, because you want it to be their decision
and be up to them based on the merits of the
study, not on your experience as a parent.”

Therefore, on any neonatal consent form, it
should specifically state that the baby will con-
tinue to get the standard treatment whether the
parents agree to enroll in the study, notes Cotton.

“The person obtaining consent is in a tough
situation in the [neonatal intensive care unit]
because a lot of times the person obtaining con-
sent is the caregiver,” he states. “The parent can
get confused and think that the research is part of
the treatment and one and the same. That goes to
biasing them and making them think that their
child’s treatment is somehow going to suffer if
they do not enroll in the study.”

At Duke, researchers try to ensure that the neona-
tologist treating a baby is not the same investigator
getting consent from the parents. In fact, in most
publicly funded studies and many new drug trials,
the study protocol specifically delineates who
should obtain consent from parents, he adds.

Avoiding miscommunication

Even when a completely objective third party
presents the information and there’s enough 
time to thoroughly explain the study protocol,
research shows that parents — even when they
think they understand the information given —
often have serious misconceptions about what
they have agreed to do, Cotton continues.2,3

“Studies looking at parents and their under-
standing, the testing done of people after they have
had consent obtained from them as to what they
actually consented to are really quite striking,” he
says. “Only about 10%-20% get it, and the others
really have no idea what they just did. Some peo-
ple think they signed up for the treatment. Then,
you have the parent who says, ‘Whatever you say,
Doc.’ And what do you do with that?”

The question of how to handle this remains
largely unanswered, says Cotton, and really
needs to be studied.

Considering that many neonatal trials are con-
ducted to determine the effectiveness and possible
side effects of the intervention being studied, some
experts question whether the term “informed con-
sent” is even appropriate.

“The very reason you do a clinical trial is because
you do not have the information that you need to
make the decision that is informed enough to know

whether the treatment you receive is beneficial,
harmful, or of no effect,” explains Tyson. 

The current default situation in many neonatal
ICUs is that, because it is so difficult to perform
trials in neonates and the knowledge base about
how to treat newborns with certain illnesses is
relatively small, many unproven treatments
become part of standard clinical practice in differ-
ent areas without being studied in well-designed
clinical trials, say both Cotton and Tyson.

Many clinicians may feel a frustration that
informed consent is hard to obtain, and that, even
when obtained, parents may not truly understand
the consent they have given anyway, Cotton says,
noting the percentage of physicians in the Lancet
study not in favor of obtaining full, informed
consent from parents.

“Right now, you have this problem that if you
require explicit and full disclosure of a treatment
in a randomized trial, you don’t require the same
level of disclosure in clinical practice; you make it
much more difficult for the physician to adminis-
ter the treatment in a trial than in practice,” says
Tyson. “Then, well-meaning regulations can dis-
courage proper testing and encourage routine
clinical use of a therapy of uncertain value.”

A key effort in solving this dilemma will be to
have ethics committees and institutional review
boards that are better informed about the real sit-
uations facing neonatal researchers and will
develop regulations that address those issues,
says Knudson. “I think often they do not under-
stand what the clinician/investigator is facing at
the time. And, we are forced to blindly follow the
regulations we are given to follow instead of
reaching out to determine what the real process
actually is.”
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Correction: In “Baylor uses its BRAAN to improve
IRB operations,” in the April 2003 issue, the web
site address for BRAAN was incorrect. The correct
site is www.api.md. 



HHS suggests analysis 
of conflicts of interest
Emphasis on identifying conflicts

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

The public is increasingly concerned about the
integrity and ethical conduct of research. This

has resulted in studies and guidelines by organi-
zations such as the Association of American
Medical Colleges, a multitude of articles, and even
litigation. Now with the release of draft guidance
“Financial Relationship and Interests in Research
Involving Human Subjects: Guidance for Human
Subject protection,” publishedon March 31 by the
Department of Health and Human Services Office
of Public Health and Science (OPHS), the discus-
sion will take on greater urgency and importance.

The heart of the draft guidance is a recommen-
dation that IRBs, institutions, and investigators
engaged in research undertake a meaningful
analysis of whether specific financial relation-
ships create financial interests in research studies
that may adversely affect research subjects. It
seeks to assist that review by presenting not only
guidance as to general approaches to address the
issues, but specific points and issues to be consid-
ered by each one of these groups. 

The draft guidance, which replaces interim
guidance published Jan. 10, 2001, makes clear that
it does not change or seek to alter any existing
requirements or impose any new requirements. It
is noteworthy that no specific answers or bright
lines are given in the draft guidance beyond cita-
tions to the existing requirements — which do not
answer most of the difficult issues raised. 

General approaches 

The draft guidance begins by laying out “gen-
eral approaches” to the financial conflict problem.

These approaches are to be considered by each
identified group — the IRBs, the institutions
themselves, and the investigators. Sponsors
apparently are not part of this process. 

The first suggested approach is to identify
those financial relationships and resulting finan-
cial interests that may cause potential or actual
conflicts. This will require consideration of the
multitude of potential arrangements — grants,
gifts, retainers, honoraria, consulting arrange-
ments, options, deferred compensation, patents,
licenses, incentives, and enrollment bonus, to list
but a few.

Second, the draft guidance asks at what levels
are the interests meaningful? Here, the existing
Public Health Service thresholds will be consid-
ered (42 CFR §50.603) — $10,000/year income or
equity interests over $10,000 and 5% ownership
in a company.

Third, there should be an understanding of what
procedures will be useful to run the required sys-
tem. The necessary information will need to be
identified, disclosed, collected, evaluated, and
managed.

Fourth, consideration should be given to those
who will need to be educated. 

Finally, the concerned interests must address
who will run the system and examine both the
individual and institutional relationships and inter-
ests. It is one thing, of course, to declare that there
will be a Conflict of Interest (COI) committee. It is
quite another to populate it, typically without com-
pensation, and empower it to take action.

To assist groups in evaluating whether and
how conflicts may arise, a series of questions is
suggested. First, the draft guidance asks, “Does
the research involve financial relationships that
could create conflicts of interest?” This analysis
should involve a review of:

• How the research is supported?
• Where and by whom was the study designed?
• Where and by whom will the resulting data

be analyzed?
A second issue is, “What interests are created

by the financial relationships involved in the sit-
uation?” To answer this question will require a
dissection of each aspect of the relationship to
understand all the potential interests involved
whether purely cash or other elements of mone-
tary value.

Third, the question to be addressed is whether
given the financial relationships, the institution is
the appropriate site for research. Although no clari-
fying questions are asked, or potential standard
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given, the question is apparently designed to ask
whether the financial interests are so pervasive that
the conflict could never be adequately resolved.

Finally, “Would the rights and welfare of human
subjects be better protected by taking a series of
mitigating steps?” Potential steps include elimina-
tion or reduction of the financial interest or inde-
pendent monitoring.

Everyone can do their part

The draft guidance identifies specific issues for
consideration by each group addressed:

• Institutions. The draft guidance addresses
Institutions separately from their IRBs and does
not distinguish between Institutions that might
operate their own IRB, as opposed to contracting
out for this function. To address financial conflicts
of interest, a laundry list of potential actions are
suggested. They include:

— Separate responsibilities for financial
decisions and research decisions. Notably a
“financial decision” is not deferred. Presumably
it means any decision that affects the receipt of
value, including recruitment fees. Separating
decisions about recruitment fees, for example,
from those making research decisions may prove
difficult in some situations.

— Use of independent organizations to hold
or administer the institution’s financial interest.
Given the illiquid nature of some of the interests
and their ad hoc nature, complete independence
may also be problematic or not cost justified.

— Extend the role of the COI committee to
address institutional conflicts of interest, per-
haps independently from individual conflicts 
of interest.

— Include outside individuals to review and
oversee financial interests. These individuals
should presumably not be drawn from the
Institution’s Board or significant financial
supporters.

• Investigators. The draft guidance is notewor-
thy in addressing the investigators themselves,
suggesting that consideration be given to what “a

financial relationship of any kind” might have on
a clinical trial. It is also suggested that included
information in the consent document might be
information about a financial arrangement of the
institution or an investigator and how it is being
managed. This category often is not disclosed to
trial participants.

The draft guidance suggests using special mea-
sures when conflicts exist such as nonbiased per-
sons obtaining consents (presumably other than
those participating in the trials directly, which
could put a strain on resources) or the indepen-
dent monitoring of research.

The draft guidance hopefully will be read and
carefully considered by at least IRBs. Investigators
will present a greater challenge, including how to
involve them in a real discussion process. 

Institutions will need to consider how, beyond
the IRB process, to address the issues raised. If,
however, each element of the process does devote
the resources to reviewing and resolving the
issues raised and addressing the processes sug-
gested, undoubtedly the overall system will be
improved.

[Editor’s note: Public comment is being accepted
and can be accessed by going to www.accessdata.
fda.gov/scripts/oc/dockets/commentdocket.cfm (Docket
02N-0475). The draft guidance can be accessed at
www.fda.gov/OHRMS/DOCKETS/ 98fr/02n-0475-
n000001.pdf.] ■
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■ Waiving informed consent
for emergency medicine

■ Students are researchers
and subjects

■ Giving lay members the
support they need

■ Managing potential
financial conflicts of interest

COMING IN FUTURE MONTHS

Clarification: Since last month’s Spotlight on
Compliance article, “FDA issues guidance on use
of electronic records,” was authored, the FDA
has moved forward to withdraw much of the Draft
Guidance effort it has made with respect to Part
11. At this point, reliance must be placed primar-
ily on the existing guidelines as the governing
authority. 
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CME instructions: Physicians participate in this
continuing medical education program by reading
the article, using the provided references for further
research, and studying the questions at the end of
the issue. Participants should select what they
believe to be the correct answers, then refer to the
list of correct answers to test their knowledge. 

To clarify confusion surrounding any questions
answered incorrectly, please consult the source
material. After completing this activity at the end of
each semester, you must complete the evaluation
form provided and return it in the reply envelope
provided in order to receive a certificate of comple-
tion. When your evaluation is received, a certificate
will be mailed to you.

17. Reviews of information from the Quality of 
Informed Consent survey used at Dana-
Farber Cancer Institute showed that neither 
patients nor their doctors were good judges 
of how well the patient understood an 
informed consent document.

A. True
B. False

18. In a survey of lay members of IRBs, what 
percentage of members had a formal orienta-
tion period before beginning work on the 
board?

A. 9% 
B. 22%
C. 64%
D. 84%

19. Indemnification agreements with sponsors of 
research automatically cover IRB members.

A. True
B. False

20. According to the OPSH draft guidance on 
financial conflicts of interest, an analysis 
should include a review of which of the fol-
lowing questions:

A. How is the research supported?
B. By whom was the study designed?
C. Who will analyze resulting data?
D. All of the above

Answer key: 17-A; 18-B; 19-B; 20-D

CMEquestions

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 require-
ments regarding informed consent and human
subject research;

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

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

• discuss reporting adverse events during
research.  ■
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