
Experts discuss Belmont Report’s 
impact on research since the 1970s
Report recently celebrated 25 years

The Belmont Report has withstood the test of time as a framework
for ethical decision making about human subjects research, experts
in research ethics say.

The Belmont Report resulted from the National Research Act of 1974,
which created the National Commission for the Protection of Human
Subjects of Biomedical and Behavioral Research. The commission met
monthly from 1974 to 1979, the group’s tenure, culminating in the cre-
ation of one of the most influential human subjects research documents
in the United States.

As federal officials celebrated the Belmont Report’s 25th anniversary
in late 2004, research ethics experts, including Bernard Schwetz, DVM,
PhD, director of the Office of Human Research Protections (OHRP),
from across the country discussed its successes and challenges. (See
Q&A with Schwetz, p. 3.)

“The big benefit of the Belmont Report was that it put proper empha-
sis on the importance of the ethical handling of human research,” says
former U.S. Rep. Paul G. Rogers, JD, a partner in Hogan & Hartson in
Washington, DC. Rogers had been a Democratic congressman from
Florida for 24 years and helped write the National Research Act. He 
also chaired the committee on health and environment in the House 
of Representatives.

“The big disappointment is we still have had occurrences that have
not followed the guidelines as basically set forth in the Belmont Report,”
Rogers says.

The Belmont Report has tremendously changed the process of obtain-
ing informed consent and the protection of subjects in research, includ-
ing IRB monitoring, says Elizabeth E. Hill, RN, MS, DNSc, director of
clinical research management program and assistant professor at Duke
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University School of Nursing in Durham, NC.
The report also provides research reviewers a

way of thinking about the risks and benefits of
the research they’re reviewing, says Michael
Kalichman, PhD, director of the research ethics
program at the University of California-San

Diego in La Jolla.
From the perspective of people working in the

research community 40 years ago, the Belmont
Report was as fundamental a document for the
protection of human subjects as the Declaration
of Independence is a fundamental document for
the establishment of a democratic republic, says
Anthony T. Dren, PhD, a consulting professor at
Duke University School of Nursing.

Dren observed prison research in the 1960s
before the Belmont Report specifically addressed
this population with the words, “On the other
hand, under prison conditions they may be sub-
tly coerced or unduly influenced to engage in
research activities, for which they would not oth-
erwise volunteer.”

From Dren’s perspective, subtle coercion was
the rule rather than a rare occurrence.

“As an outsider, I realized this research wasn’t
right,” he recalls. “You’d walk through the prison
and see people in cells, and then you’d see the
[research] clinic with nice beds and padded mat-
tresses, pool tables, and a kitchen.”

The fact that the clinic was available to any
prisoner who participated in Phase 1 clinical tri-
als was coercive because the prisoners would do
anything to be in that setting rather than in the
general prison areas, Dren says.

“Instead of spending all day punching out
license plates, they’d get $3 a day to spend time 
in the clinic; and in a prison, that’s coercion,” he
says. “They’d accept any kind of treatment, any-
thing, and that bothered me.”

Thanks to the Belmont Report, there are more
clearly defined standards in research practices
that provide increased protection to human sub-
jects, says Camille Nebeker, assistant vice presi-
dent for research at San Diego State University.

Although the report has resulted in an ethical
structure that’s more clearly understood by research
stakeholders, there are challenges in the application
of these principles to ethical decision making, she
adds.

“I think the structure is in place, and it all looks
good, but what happens in practice and how peo-
ple interpret the standards and regulations and
guidance vary,” Nebeker says.

“The Belmont Report really is an ethical frame-
work, and for me, that makes it so much more
useful,” says Barbara Bigby, MA, CIP, director of
the Scripps Office for the Protection of Research
Subjects and an IRB administrator at Scripps
Clinic in La Jolla, CA.

“You can apply the Belmont Report principles
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in so many different ways,” she says. “There’s no
real right or wrong in ethics; it’s an exploration of
the gray that is important because what’s appro-
priate in one place and time may not be appropri-
ate in another place and time.”

Despite the improvements that have been
brought about in large part because of the
Belmont Report, there remain challenges in the
goal of providing optimal protection to human
subjects, the experts say. 

“We clearly think there’s room for improve-
ment,” Bigby says. “In 2000, when I took over
this role [as director of the Scripps Office for the
Protection of Research Subjects], we decided one
of the most important things I could do was hold
a research ethics series at the clinic to show we
felt this was terribly important.”

Later, the clinic sponsored a three-part series
on Bringing Belmont to Life, she adds.

“The Belmont report provides principles and
what they mean, and it’s a very easy way to get
people to walk into ethical decision making,”
Bigby says. “We do ethical decision making in
everything we do, and that’s why it’s so useful.”

After 25 years of providing ethical principles
for research, the Belmont Report might need a lit-
tle refurbishing, some experts say.

“It really might be timely now after these 25
years to have another commission look at what
has happened to see where there is weakness in
our whole research system as far as research on
human subjects,” Rogers says.

For instance, technology has created situations
and potential that could not be adequately imag-
ined or addressed 25 years ago, including the use
of nanotechnology, genetic research, and other
advances, Rogers notes.

“So this would be an appropriate time, I would
think to have another commission,” Rogers says.
“Not that the commission report is not solid and
enduring — I think it is, but we might want to see
what other emphases should be given.”

Genetics research has the potential for risks
that might not be understood for years or even
generations, experts say.

“It wouldn’t hurt to have people come together
and look at the Belmont Report again and see if 
it still meets our needs,” Hill says. “The thing 
that concerns a lot of us right now are the issues
around genetics and genetic research and what a
huge responsibility and risk this is for people that
maybe they don’t even think about.”

It’s the unknown factors that may keep research
ethicists awake at night.

“When you talk about gene therapy and phar-
macogenetics and genomics, you don’t know
what the results are, and you may not know for
generations,” Dren says.

“I think with all of the controversy about Vioxx
and the long-term studies there has to be a greater
concern that when you are introducing a chemical
or device into a human system, you really don’t
know what is going to happen,” he adds.

With Vioxx, the one-year studies and even
some two-year studies showed positive results,
but now it’s known that the problems with Vioxx
did not occur until after 18 months, so how long
should a gene therapy before studied before it’s
considered long enough, Dren notes.

However, even if the Belmont Report is not
updated or revised, it remains the gold standard
for the ethical treatment of human subjects, say
experts.

“I’m astounded at how well it holds up with the
25th anniversary of the publication of the report,”
Bigby says. “It holds up amazingly well.”  ■

Belmont Report: Are 
changes needed? 
OHRP director discusses its successes

[In this Q&A, Bernard Schwetz, DVM, PHD,
director of the Office of Human Research Protections
(OHRP), discusses the Belmont Report’s successes
and challenges as the 25th anniversary of its launch-
ing has passed.]

Question: What do you believe are the two
biggest accomplishments in human subjects pro-
tection that were achieved in the past 25 years
because of the Belmont Report?

Schwetz: Well, I think one of them has to be
to keep the focus of human
subject protection on ethics
and not just science or regu-
lation. The fact that the
Belmont Report was very
clear in articulating the need
to adhere to the three ethical
principles, I think has created a framework for
conducting research involving humans in a way
that has modulated the field so that we can con-
tinue to focus on those principles, rather than
wandering all over and trying to identify a basis
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for protecting subjects. That clearly has to be
No. 1.

I think the second factor that has created an
environment for doing research that keeps the
focus on protecting human subjects is the whole
IRB system, the institutional review board. The
regulations by themselves are important, but if
you don’t have a body of people within the
research community to make sure the regulations
are being followed — and that’s the IRB network
that we have — the regulations by themselves
wouldn’t be worth much, especially in this kind
of system where compliance is voluntary. The
whole thing is a system of trust, and the IRBs
throughout the research community give credibil-
ity to the trust within the system.

Question: On the other hand, where have the
Belmont Report’s ideals fallen short in research
practice?

Schwetz: There are issues we’re struggling
with today that were not issues back in the mid-
dle ’70s, and one example I would give is conflict
of interest. Conflict of interest wasn’t mentioned
in the Belmont Report because at that time it had
not surfaced as the particular issue it is today.
That would be an example of issues that are a
reflection of the time as opposed to ethical princi-
ples that cut across the whole field of research.

What’s interesting is I had the opportunity to
interview many of the members of the national
commission and the support staff who helped to
put together the various commission reports. One
of the things I asked them all is, ‘How up to date
do you think the Belmont Report is? Does it have
to be rewritten?’ Despite the fact that there are
issues like conflict of interest that weren’t specifi-
cally addressed in their deliberations, they all felt
the Belmont Report still is a logical basis for pro-
tecting human subjects today.

The other issues we’ve dealt with one-by-one
by various forms of guidance from the govern-
ment or nongovernment. So as long as we can
continue to use the Belmont Report as a basis for
decisions and provide guidance on specific issues,
I think we’re better off to leave it just as it is.

Question: You’ve touched on an issue that
some people have mentioned, and that is whether
it would be helpful for the government to appoint
a new commission to update the Belmont Report
since we have so many new types of research,
such as genetics research, to deal with today.
What are your thoughts on why or why not 
that would be needed?

Schwetz: There is a federal advisory committee
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Excerpts from The Belmont Report 

Basic Ethical Principles
1. Respect for Persons. Respect for persons incorporates at
least two ethical convictions: First, that individuals should be
treated as autonomous agents; and second, that persons with
diminished autonomy are entitled to protection. 

2. Beneficence. Persons are treated in an ethical manner not
only by respecting their decisions and protecting them from
harm, but also by making efforts to secure their well-being . . .
Two general rules have been formulated as complementary
expressions of beneficent actions in this sense: 1) do not harm;
and 2) maximize possible benefits and minimize possible
harms. 

3. Justice. Who ought to receive the benefits of research and
bear its burdens? . . . Almost all commentators allow that dis-
tinctions based on experience, age, deprivation, competence,
merit, and position do sometimes constitute criteria justifying
differential treatment for certain purposes. 

Applications
1. Informed Consent. Respect for persons requires that
subjects, to the degree that they are capable, be given the
opportunity to choose what shall or shall not happen to them.
This opportunity is provided when adequate standards for
informed consent are satisfied. 

2. Assessment of Risks and Benefits. The assessment of
risks and benefits requires a careful arrayal of relevant data,
including, in some cases, alternative ways of obtaining the
benefits sought in the research. Thus, the assessment pres-
ents both an opportunity and a responsibility to gather sys-
tematic and comprehensive information about proposed
research. For the investigator, it is a means to examine
whether the proposed research is properly designed. For a
review committee, it is a method for determining whether the
risks that will be presented to subjects are justified. For
prospective subjects, the assessment will assist the determi-
nation whether or not to participate. 

3. Justice. Who ought to receive the benefits of research and
bear its burdens? . . . Almost all commentators allow that dis-
tinctions based on experience, age, deprivation, competence,
merit and position do sometimes constitute criteria justifying
differential treatment for certain purposes . . . There are sev-
eral widely accepted formulations of just ways to distribute
burdens and benefits. Each formulation mentions some rele-
vant property on the basis of which burdens and benefits
should be distributed. These formulations are: 1) to each per-
son an equal share; 2) to each person according to individual
need; 3) to each person according to individual effort; 4) to
each person according to societal contribution; and 5) to each
person according to merit. 



on genetics research. So I think that kind of federal
advisory committee handles the questions that
relate to new technology and new science. From
that standpoint some of these new issues are being
taken care of by the federal advisory committee on
ethics. We have the federal advisory committee on
human research protections. So I think there is an
alternate mechanism that has been put in place to
deal with the new issues. The one that deals with
genetics is one that I think that even if we rewrote
guidance today, within a period of time we’d have
to revisit it anyhow because the technology is
changing rapidly enough so that even if you gath-
ered a group of people together, they would only
deal with the issues that we have faced yesterday
and today, but not necessarily be able to anticipate
the ones a couple of years out. So at this time of
more rapid change than it was 25 years ago, we’re
perhaps better off to deal with this in an ongoing
basis rather than to try to anticipate what’s going to
be the question for society in 10 years. It would be
very difficult to predict.

Question: Another area that we sometimes
hear about is that the Belmont Report is a great
ideal and it would be fantastic if it were adhered
to or even read by every researcher, but there is a
lack of understanding of it among many clinical
trials researchers, including the ones regulated by
the FDA, and also that a lot of privately funded
research isn’t subject to the same kinds of ethical
considerations that government-funded ones are
because they’re not regulated. What are your
thoughts on those two concerns about human
subjects protection?

Schwetz: In audiences, where it has been asked,
‘How many of you have read the Belmont Report?’
there is always a very high percentage of people
who raise their hands. Now I don’t know what the
validity of that kind of test is, but nonetheless, my
feeling is that the Belmont Report is very widely
read because it’s easy to read and it’s short. In con-
trast the regulations are lengthy and not easy to
read, and I think if you were to rank order the docu-
ments that have been read by the largest number of
people, the Belmont Report would be at the top, the
Declaration of Helsinki would be some place below
it, and federal regulations would be below that. 
Just because people go to the federal regulations for
specific issues that they need to know. They don’t 
go there for background. If they need to know a
specific answer to a question that deals with prison-
ers or with children or the IRB structure they go
directly to the piece of the federal regulations. By
contrast, the likelihood that someone would have

picked up the Belmont Report and read it front to
back is pretty high.

Question: How do you answer the concern
that smaller research centers and private research
are not adhering to the same codes that the larger
institutions are? 

Schwetz: It’s possible that that’s true, but it’s
also true that we don’t have a good way of tracking
what’s going on in the community research centers
because there’s a very large number of them and
the efforts to educate the research community have
been largely focused on the academic research cen-
ters. Now the research is going beyond the aca-
demic health center and is going out into the
community and private practice and small hospi-
tals, and none of us has the resources to provide
training programs locally at all of those sites.

But perhaps as importantly, we don’t have
good information about what’s going on at those
sites in terms of how well versed they are in the
regulations. So we depend, for example if there is
a study that’s funded through the University of
Maryland, but it’s conducted in a small research
site somewhere in the community, we have to
depend on the University of Maryland for mak-
ing sure that people who are collaborating on this
study out in the community meet the standards
of the University of Maryland. It has to be a part-
nership between the large health centers where
we have spent a lot of effort providing training
and the federal government who continues to
remind those research sites that regardless of
where the research is going on that we all have an
obligation to make sure people are well trained.

Question: Could you name a couple of chal-
lenges in human subjects protection that remain
and is there any effort beginning now to meet
these? Specifically, with all of the attention paid
recently to the FDA and the problems with Vioxx
and antidepressant drugs for children, do you
think there is a good chance we’ll soon have a large
public registry of all clinical trials, or is there some
other type of achievement that might prevent some
of the problems that have come up recently?

Schwetz: I’m sure that people within the medi-
cal product centers of the FDA are reviewing very
seriously how they could help prevent any fur-
ther problems with drugs being recalled; so I’m
sure they’re looking hard at that.

From the standpoint of protecting human sub-
jects, that’s a somewhat different issue. There are
things I worry about there: one is the consistency of
IRBs; we get a lot of comments back that IRBs are
not consistent one to another. And it’s a concern as
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IRB differences hamper 
multicenter trials
Approval times range from one day to 303 days

IRB processes are so varied from hospital to hos-
pital that they can unnecessarily impede multi-

center trials, according to a survey that looked at
the responses of 68 hospitals to one study.

Different IRBs looking at an identical study
protocol varied widely in their responses to it,
according to the survey, which was published 
last year in the Journal of Nursing Scholarship.1

The time needed from submission to approval
ranged from one day to 303 days. While most of the
IRBs gave the study expedited review, others gave it
exempt status and 17% required a full board review.

Expedited reviews actually took longer than full
board reviews — a median of 30 days for expedited
reviews, compared to 25 for full board. It was a
finding that surprised one of the study’s authors,
Elaine Larson, RN, PhD, FAAN, CIC, associate
dean for research and professor of therapeutic 
and pharmaceutical research at the Columbia
University School of Nursing in New York City.

“We probably need to get rid of the term ‘expe-
dited,’” she says with a laugh.

The survey stemmed from an earlier multi-
site study in which Larson’s group looked at 
the effect of ICU nurses’ working conditions on
patient and health care worker safety. Her group

collected survey data from ICU nursing staff,
retrospective data from Centers for Medicare &
Medicaid Services on patients discharged from
the same ICU, and hospital administrative data
such as nurse-patient staffing ratios.

Since the focus of the study was health care-
associated infections, participating hospitals had
to have infection control departments, and were
sought out through channels that emphasized
infection monitoring and control.

In the end, 68 hospitals enrolled in the study.
Mean bed size was 465. Nine of the hospitals
were associated with academic health centers.
Two hospitals didn’t have IRBs; in those cases, a
hospital administrator approved the study proto-
col. In two cases, two hospitals in the same health
care network required a single IRB submission.

Larson’s group noted that based on criteria by
OHRP, their study did qualify to be expedited,
despite the fact that 14 hospitals considered it
exempt and 12 required full board review.

The result, she says, is that the study took
longer than expected, particularly figuring in
the one institution where the wait was more
than nine months. 

“It put us a bit behind, of course,” Larson
recalls. Noting the difficulties they were encoun-
tering, group sought its own IRB’s approval for
the survey, which analyzed the responses they
received from the other IRBs they worked with.

Larson’s group encountered a wide variance in
IRB requirements. About a third required that the
principal investigator listed on the application be
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the research becomes more complicated, and the
science becomes more complicated, and the diffi-
culty of obtaining good informed consent becomes
more difficult. It’s a concern that IRBs might not be
as consistent as we want them to be. They do their
jobs to protect subjects based on same regulations,
so one of the things we’re trying to get a handle on
is how consistent IRBs are and what is the impact
of protecting human subjects as IRBs do their work
today. We can gather information on the length of
time it takes to review protocols and how many
cycles it takes to get a protocol reviewed and
approved, that kind of information on how IRBs
perform. But it’s more difficult to get information
on how well IRBs are doing their job, because we
don’t have agreed-upon criteria to even measure
that.

That’s one of the things that we’re giving
thought to and figure out how we might have 
a better handle on the performance of IRBs.

We’re looking at it within OHRP and we are
reaching out to some other groups including 
the Secretary’s Advisory Committee for Human
Research Protections and others within the
research community to get some momentum
built on trying to take on this issue of how we
can measure the performance of IRBs.

Question: Is there anything else about the
Belmont Report and our reflecting on it 25 years
later that you’d like to discuss?

Schwetz: I’d like to re-emphasize the impor-
tance of the ethical basis for our decisions in pro-
tecting human subjects. It’s awfully easy to focus
on the regulations as the basis for how we make
decisions and lose sight of the ethical implica-
tions. So one message that I’m trying to get out to
the community is that the regulations are impor-
tant, but the regulations can’t be taken in absence
of a continual thought process about the ethics as
the basis for our decisions.  ■



from within the institution, while 26.5% required
evidence of human subjects research training.

Forms for 44.1% of the hospitals were available
on a web site. The forms themselves ranged in
length from one to 31 pages, and anywhere from
one to eight copies were requested.

The survey reinforces other studies that have
pointed out a wide variability in the human sub-
jects review process at different institutions.

Larson notes that she serves on an IRB and
understands the commitment to getting human
subjects protection right. But she worries that
IRBs are becoming overcautious, which has the
potential for keeping valuable research from
moving forward.

“There are some times if you don’t respond
quickly, you lose a funding opportunity,” she
says. “Certainly our top priority is to protect the
patient’s safety, but added to that now is a con-
cern that maybe an IRB will accidentally miss
something, so that it almost becomes like a major
scientific review — even if it’s a study that’s
reviewed and funded by NIH.

“And of course, NIH grants now have a huge
review for human subjects protection, too. I feel like
we’re doubling the effort sometimes,” Larson adds.

Larson suggests areas in which IRBs could
streamline the process without endangering
human safety. For example, she’d like to see IRBs
be more willing to accept review by other IRBs
when it’s appropriate.

“If there’s a multisite study, and one IRB, par-
ticularly a federal IRB, reviews a project, then the
other IRBs should certainly look at local issues;
but I just can’t see why you would need to have
two or three or four or 68 reviews of the identical
protocol,” she says. 

While it’s important for individual IRBs to
make sure that the local needs of their patients
and their institutions are met, there should be
sufficiently clear overriding principles about
human subjects protection that collaborative
agreements can be possible, Larson says. 

“Even academic health centers that have two or
three hospitals linked with them often don’t accept
each other’s IRBs. That, I think, is unfortunate.”

Larson says she’d also like to see IRBs attempt
to standardize their processes, so that investiga-
tors working with multiple institutions would
find roughly the same processes in place. She’s
hopeful that the recent move toward accredita-
tion of human subjects protection programs will
help in this respect.

“I think that accreditation has a lot of promise,

because I would hope that not only would there
be a rigorous public review, but there would be
some standard operating procedures that would
be appropriate,” Larson says.

Marjorie Speers, PhD, executive director of 
the Association for the Accreditation of Human
Research Protection Programs, agrees that
standardization of processes is one goal of
accreditation.

Speers says that in general, there are two kinds
of variation in IRB practices — unnecessary varia-
tions, which stem from IRBs being unfamiliar with
regulations and how to use them; and necessary
variations, which take into account the fact that
institutions are different, serving different patient
populations.

“The kinds of issues that the authors are talking
about in this paper — making determinations about
exemption or expedited review — relate more to the
kinds of variation that can be reduced,” she says.
“They have more to do with how you interpret the
regulations, what you’re comfortable doing, or the
time it takes to conduct an expedited review versus
a full board review.”

Speers says she’s seen other instances in which
expedited reviews were found to take longer than
full board reviews. She says there are a few expla-
nations for why that might be happening.

“The institution may not have enough people
to do expedited reviews, so you have a couple of
people with a big workload,” she says. “Another
issue could be that the people doing expedited
review are less confident as individuals to make
certain decisions on a protocol than they would
be if they were on the full board.”

While accreditation ensures that an institution
complies with all the necessary regulations, it
also can help streamline the way in which proto-
cols get approved, Speers says. 

“It means they have a full system in place, with
policies and procedures and programs that meet all
the regulatory requirements,” she says. “We look at
the knowledge and understanding of IRBs and
investigators — they have to be competent to do
their respective jobs. So when you have a good sys-
tem in place and you have knowledgeable people
working within the system, then that leads to a
more efficient and streamlined review process.”

Reference

1. Larson E, Bratts T, Zwanziger J, Stone P. A survey of
IRB process in 68 U.S. hospitals. Journal of Nursing Scholarship
2004; 36(3):260-264. ■
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How one study is being
conducted soley on-line
E-mail follow-ups being used

The St. Louis-based genomic medicine devel-
opment company GenoMed is taking a novel

approach to testing its hypothesis that inflamma-
tion-reducing heart medications can be effective
in treating severe complications of influenza. A
notice on the company web site invites people to
consider participating in a clinical trial to deter-
mine whether taking angiotensin-I converting
enzyme (ACE) inhibitors or angiotensin-II recep-
tor blockers (ARBs) will help prevent or reduce
the severity of symptoms of influenza.

Study participants are recruited solely via 
the web site — an on-line informed consent 
form is available — and potential participants are
instructed to print out the form and take it to their
personal physician, who will prescribe an appro-
priate dose of one of the medications. Subjects will
also only be followed via periodic e-mail ques-
tionnaires — no face-to-face visits involved.

“We’ll be following up with participants every
few weeks to see how they are doing,” says
GenoMed’s president, CEO and chief medical
officer David W. Moskowitz, MD, MA, FACP.
“We’ve found that people don’t always answer
their e-mail, and to expect about a 10%-20% yield.
Still, that’s not bad for a free study.”

The theory

A nephrologist by training, Moskowitz believes
that a mutation associated with the angiotensin-I
converting enzyme gene causes an overexpression
of this enzyme, which leads to an overactive inflam-
matory immune response. It is this response that
Moskowitz contends plays a leading role in the
development of a number of common adult dis-
eases, and that ACE inhibitors can actually be used
to treat a number of different illnesses.

Among patients prescribed ACE inhibitors and
ARBs for diabetic nephropathy and other compli-
cations, he has observed that many experienced
an improvement in the incidence of inflammatory
diseases.

Thus, Moskowitz speculates that use of these
medications could reduce the severe, debilitat-
ing response that many people experience after
exposure to influenza, West Nile virus (WNV),

and the SARS-related coronavirus.
To find an answer, Moskowitz last summer

designed a similar clinical trial to test whether
ACE inhibitors and ARBs were effective treat-
ments for West Nile virus.

The study only had 14 participants, but 11 of
those participants did not experience severe com-
plications due to WNV. Of the three treatment
failures, two patients were in a coma state when
treatment was initiated, and the third was already
immunocompromised when the study began.
The data were useful in determining that the
treatment would not work in patients whose ill-
ness had already progressed to coma and in
patients who are immunosuppressed.

So in the current trial, only healthy, immuno-
competent subjects will be included. 

The subjects themselves will decide whether
to: a) begin taking the drug immediately in hopes
of preventing the development of flu at all; and b)
whether to take an ACE inhibitor or ARB.

“If enough people hear about the study, they will
fill out both limbs [ensuring enough data to have
statistically significant results],” Moskowitz says.
“This is very much a study concept based on the
concept of ‘If you make it available, they will
come.’”

For comparison, the researchers will use the
seasonal influenza morbidity and attack rate data
collected by the CDC to determine whether their
subjects did better than the population as a whole.

In follow-up e-mails to subjects, Moskowitz
intends to ask about any adverse reactions or side
effects, although the risk for this is small, he says.
The drugs have been on the market for decades
and have been demonstrated to be very safe.

An IRB is not monitoring the clinical trial
because, Moskowitz says, there is no one IRB
with jurisdiction, and the trial is not supported by
any entity that would require IRB supervision.

“We receive no money from any agency that
requires the use of an IRB, nor are we performing
the research for the benefit of any agency, such as
the FDA, which requires an IRB,” he points out.
“The essence of the Nuremberg laws about medi-
cal research in 1946 was informed consent. IRBs
were added only in the 1950s. In fact, each per-
son’s physician will be functioning in the capacity
of an IRB, as a learned, objective, dispassionate
observer with their patients’ best interests at
heart. In this capacity, a physician will be even
more stringent than a remote, IRB-for-hire. ”

At some point, the company hopes to be able
to afford to hire an IRB to monitor future studies,
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but in the meantime, Moskowitz says he believes
it is important for this type of low-risk, poten-
tially high-benefit study to proceed.

The difficulty in conducting randomized, con-
trolled trials for every medication or planned
treatment is that each trial costs an exorbitant
amount of money, he explains. 

“In the very old days, pre-1960s, the NIH
would pay for many of these kinds of trials; then
the drug companies picked up most of the tab,”
Moskowitz continues. “With the tremendous con-
solidation of the research pharmaceutical indus-
try beginning 10-15 years ago, much clinical
research has gone unfunded.”

Investigators must try to do the best they can
with the limited amount of funding available, he
says. It is important for researchers examining
potential new uses for existing drugs to operate
with more flexibility.

“I think we’re back to the early days of
medicine in the 19th and early 20th centuries,
when individual physicians would collect consec-
utive case series and report about them,” he adds.
“The randomized, controlled trial is a luxury that
we simply cannot afford. As we discover more
disease-causing genes, society needs to get used
to the idea that research techniques will regress in
sophistication for the next few decades — the
alternative is no to harvest the riches before us,
which any clinician will tell you is morally and
professionally unacceptable.” 

For more information about the GenoMed
studies, visit the company’s web site at www.
genomed.com.  ■

Prop 71: A direct role 
for states in research
Is California a trendsetter?

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

Disappointed by a “funding gap” in the fed-
eral support of stem cell research, the citi-

zens of California have made the decision to

directly involve the State in the research effort.
Through the provisions of the recently adopted
Proposition 71 (Prop 71), a series of innovative
and by some measures radical provisions signifi-
cantly change the role of the State of California in
this effort.

The essence of Prop 71 was to establish a
mechanism ($295 million per year in bonds 
over a 10-year period) to fund stem cell research
and research facilities; create a vehicle — the
California Institute for Regenerative Medicine
(Institute) — to award grants and loans for this
purpose; and provide a series of processes to
govern and oversee the effort, including the cre-
ation of standards which, among other things,
would allow California the potential to receive a
return on its investments.

The first component of Prop 71 is the establish-
ment, through a state constitutional amendment,
of the Institute.

The Constitutional Amendment provisions of
Proposition 71 also take the unprecedented step
of enshrining a specific right to conduct stem
cell research, which includes not only adult stem
cells, cord blood stem cells, but also pluripotent
stem cells and/or progenitor cells. Pluripotent in
this context means any stem cells that are capa-
ble of self-renewal and have “broad potential” to
differentiate into multiple adult cell types. These
cells may be derived from somatic cell nuclear
transfer or from surplus products of in vitro
fertilization when such products are donated
“under appropriate informed consent proce-
dures.” Progenitor cells are multipotent or pre-
cursors cells that are “partially differentiated,
but retain the ability to divide and give rise to
differentiated cells.” 

The Citizen’s Oversight Committee
The Act is a complex series of statutes that will

take some time to implement and interpret in all
its phases and nuances. It begins with the creation
of the Independent Citizen’s Oversight Committee
(ICOC) to govern the Institute. This body, with 29
members, will be a politically appointed body
with a diverse membership to include executive
officers from several University of California cam-
puses, representatives from disease advocacy
groups, and experience clinical research faculty.

The statute goes on to prescribe a wide variety
of rules and processes for Institute activities.
Among the more interesting are:

1. The creation of a “citizen’s Financial Over-
sight Committee,” charged with reviewing the
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financial practices and audit of the Institute;
2. The applicability of competitive bidding

requirements like those applicable to the
University of California; 

3. Conflict of interest requirements.
The Act expresses a “preference” from California

suppliers. This element is to be implemented by
standards to ensure grantees purchase goods and
services from California suppliers as part of the
overall effort to achieve a goal of more than 50% of
such purchases from California suppliers.

Finally, the Act mandates that standards be
established requiring that grants and loan awards
come with intellectual property agreements that
“balance” the state’s opportunity to benefit from
patents, royalties and licenses with the need to
assure that essential medical research is not
unreasonably hindered by the IP agreements.

Accountability standards
The Act contains a series of provisions address-

ing accountability standards. Most important, the
Act specifically provides that, notwithstanding
“any other current or future state laws or regula-
tions dealing with that study and research of
pluripotent stem cells and/or progenitor cells, or
other vital research opportunities,” the Institute
will develop its own scientific and medical stan-
dards. Those standards will address:

1. informed consent;
2. controls on human research;
3. prohibitions on the compensation of donors

or participants, while permitting reimbursement
of expenses;

4. patient privacy laws;
5. limitations on payments for cells; 
6. time limits (“initially eight to 12 days after

cell division begins”) during which cells may be
extracted from blasto cysts.

To ensure scientific and medical involvement,
the Act establishes a series of Scientific and
Medial Working Groups, designed to address
funding, accountability standards, and research
facilities. The conflict of interest rules applicable
to members of these groups will be those applica-
ble to NIH committee participation.

To assist the process, the ICOC will appoint its
own ethics officer.

Awards
Awards are to be based upon a competitive

evaluation. The Act establishes a series of statu-
tory criteria for that evaluation — focusing on
scientific merit in three classifications: research,

therapy development, and clinical trials. In the
prioritization process, the purposes of the Act –
to fill a funding gap — are evidenced through
the requirement that there is a high priority on
funding pluripotent stem cell or progenitor cell
research that will not likely be funded by encum-
bering federal limitations. And funding is not to
be made in other research categories funded by
NIH.

Other requirements include:
• All funded facilities and equipment must be

located solely within California;
• Grantees will be required to pay “prevailing

. . . rate wages” to construction workers building
award funded facilities;

• Grantees must be not-for-profit entities; 
• Grantees must raise matching funds for at

least 20% of the award from non-Institute sources.
No funds may be used for research involving

human reproductive cloning.

Amending the Act
The Act’s provisions significantly restrict the

terms under which it may be amended. First, it
can only be amended to enhance the ability of
the Institute to further its purposes. Second, 
no amendments are allowed for two calendar
years. Finally, amendment requires a 70% vote
by both legislative houses prior to the gover-
nor’s approval. The hurdles clearly were desig-
nated to be very high.

What it all means
It is, of course, too early to understand the

impact of Prop 71 in California and nationally.
Nevertheless, several thoughts come to mind.
First, and most obvious, it represents a very
significant infusion of research dollars into
embryonic (pluripotent or progenitor) stem 
cell research.

Second, through the adoption of the multiple
standards for research, informed consent, and
even reimbursement, the Institute will quickly
become a thought leader and path breaker in
these areas.

Third, the enactment of Prop 71 will put pres-
sure on other states to respond. Their failure to
do so could lead to a brain drain on work in this
important area with long-term impact in this
aspect of biotechnology development.

Finally, and most importantly, these efforts
hopefully will speed the development of benefi-
cial research for a significant number of the very
serious diseases that afflict us.  ■
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FDA moves to strengthen 
drug safety program

The FDA announced in early November that it
was strengthening its safety program for mar-

keted drugs. Lester M. Crawford, DVM, PhD, act-
ing FDA commissioner, says that he has authorized
the Center for Drug Evaluation and Research
(CDER) to take the following measures: 

• Sponsoring an Institute of Medicine (IOM)
study of the drug safety system. The study will
emphasize the post-market phase, and assess
what additional steps could be taken to learn
more about the side effects of drugs as they are
actually used. The IOM committee will examine
the FDA’s role within the health care delivery sys-
tem and recommend measures to enhance the
confidence of Americans in the safety and effec-
tiveness of their drugs. 

• Implementing a program for adjudicating dif-
ferences of professional opinion. CDER will for-
malize a program to provide an improved process
to ensure that the opinions of scientific reviewers
are incorporated into its decision-making process.
CDER’s program provides for a review of the
involved differing professional opinions by FDA
and outside experts. An ad hoc panel, whose mem-
bers were not directly involved in disputed deci-
sions, will have 30 days to review all relevant
materials and recommend to the center director 
an appropriate course of action. 

• Appointing a director for the Office of Drug
Safety. CDER will conduct a national search to
fill the currently vacant position of director of the
Office of Drug Safety, which is responsible for

overseeing the post-marketing safety program for
all drugs. 

• Conducting drug safety/risk management
consultations. In the coming year, CDER will con-
duct workshops and advisory committee meetings
to discuss complex drug safety and risk manage-
ment issues. These may include emerging concerns
for products that are investigational or already
marketed. These consultations will include experts
from the FDA, other federal agencies, academia,
the pharmaceutical industry, and the health care
community. 

• Publishing risk management guidances. By
the end of this year, the FDA intends to publish final
versions of three guidances that have been devel-
oped by the agency to help pharmaceutical firms
manage risks involving drugs and biological prod-
ucts. These documents are “Premarketing Guid-
ance,” covering risk assessment of pharmaceuticals
prior to their marketing; “RiskMAP Guidance,”
which deals with the development and use of risk-
minimization action plans; and “Pharmacovigilance
Guidance,” which discusses post-marketing risk
assessment, good pharmacovigilance practices, and
pharmacoepidemiologic assessment. These guid-
ances, which were first issued as draft guidances in
May 2004, are designed to assist manufacturers in
the management and minimization of risks of phar-
maceutical products throughout their life cycle.  ■
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■ What will the new
Congress mean for human
subjects protection?

■ An IRB’s computerized
decision tool helps
investigators submit more
complete applications

■ Improved adverse events
monitoring system cuts staff
time

■ Disease support groups
great source for community
members

COMING IN FUTURE MONTHS

BINDERS AVAILABLE

IRB ADVISOR has sturdy plastic binders available if
you would like to store back issues of the newsletters. To
request a binder, please e-mail
ahc.binders@thomson.com. Please
be sure to include the name of the
newsletter, the subscriber number, 
and your full address. 

If you need copies of past issues or prefer on-line,
searchable access to past issues, go to www.ahcpub.
com/online.html.

If you have questions or a problem, please call a cus-
tomer service representative at (800) 688-2421.
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Physicians, nurses, and others participate in this
continuing education program by reading the

article, using the provided references for further
research, and studying the questions at the end 
of the issue. Participants should select what they
believe to be the correct answers, then refer to the
list of correct answers to test their knowledge. 
To clarify confusion surrounding any questions
answered incorrectly, please consult the source
material. After completing this activity at the end of
each semester, you must complete the evaluation
form provided and return it in the reply envelope
provided to receive a certificate of completion. When
your evaluation is received, a certificate will be
mailed to you.

1. Which set of ethical guidelines was an out-
growth of the National Research Act of
1974?

A. Declaration of Helsinki
B. Belmont Report
C. Nuremberg Code
D. None of the above

2. The three ethical principles of the Belmont
report are:

A. Equality, autonomy, justice
B. Beneficence, justice, protection 
C. Respect for persons, beneficence, justice
D. None of the above

3. A survey of IRB processes at 68 U.S. hospi-
tals showed that expedited reviews often
took longer than full board reviews of the
same research protocol.

A. True
B. False

4. The California Institute for Regenerative
Medicine, a provision of Proposition 71, 
is charged with developing scientific and
medical standards to address which of the
following: 

A. Informed consent
B. Patient privacy laws
C. Human research protections
D. All of the above

Answers: 1-B; 2-C; 3-A; 4-D.

CE/CMEquestions

CE/CME objectives
For more information on this program, contact
customer service at (800) 688-2421; e-mail:
customerservice@ahcpub.com.

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

be able to:
• establish clinical trial programs using

accepted ethical principles for human subject
protection;

• describe the regulatory qualifications regarding
human subject research;

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

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

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

• discuss reporting adverse events during
research. ■
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