
As international research trials 
increase, new problems crop up
Basic subjects protection regs often are missing

As the number of international research protocols increase, the
problems faced by reviewing IRBs increase. “International
research is taking more and more IRB time,” says Howard

Guenther, PhD, MBA, associate vice chancellor for research and interim
executive secretary of the Institutional Review Board at the University
of Illinois at Urbana-Champaign.

“As federal regulations become tighter and more inclusive, then we
of course adhere to that,” he says. “Just by the policies the federal gov-
ernment is implementing, we see increased workload.”

Partly what has contributed to this increase is the global economy,
which has made it easier for investigators to conduct studies overseas,
Guenther adds.

The other reason for the increase is federal requirements that put a
greater burden on domestic IRBs in the cases where the international
site does not have an IRB of its own. 

“In the case where a foreign institution does not have an agreement
already on file with the National Institutes of Health, then we work
with the foreign institution to establish that agreement with them
directly,” Guenther says. “And in many cases, that would involve
training and at least some kind of awareness of what our policies 
and U.S. policies involve.” (See table, p. 87.)

Another problem is the lack of basic human subjects protection regu-
lations. While some nations, including China, have human subjects
protection regulations, there are many others that do not, says Laszlo
Szabo, CIP, sponsored programs administrator of the research integrity
and compliance unit of the Office of Research and Sponsored Programs
at Rutgers, The State University of New Jersey in New Brunswick.

International sites must have an international federalwide assurance
(FWA) when they’re engaged in research funded by the U.S. govern-
ment, he notes.

IRBs will have an easier time handling those international sites that
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already have their international FWA, as well as
their own IRB and human subjects protection
laws, Szabo says.

Unfortunately, it’s becoming more common
to deal with sites that have none of the above,
he notes.

“The issue that has come up with us, and I
suspect it must be coming up across this country,
is that now we’re dealing with institutions that
are engaged in research but don’t have interna-
tional federalwide assurance and, in most cases,
have never heard of the international FWA and
often don’t have an IRB,” Szabo says. “Great
examples of this are in central European coun-
tries and former USSR republics, including
Latvia and Estonia.”

These places have very limited human subjects
protection but are improving, he adds.

Cultural differences

This deficit places an onus on the IRB to make
certain that human subjects are adequately pro-
tected within the context of the communities in
which they live, and this can be quite challeng-
ing, Szabo and Guenther note.

For example, suppose a research project is con-
ducted in an Eastern European country and the
site has no access to a local IRB. This means that
the international federalwide assurance must list
the U.S. IRB as its designated IRB, Szabo explains.

“This sounds like a good solution on the sur-
face, but the problem is the Common Rule and
that this federal guidance asks for an IRB to have
knowledge of the local research context,” he says.
“Wherever the research is being conducted, the
IRB should have knowledge of that community.”

It’s not always easy to identify and handle
the cultural considerations of foreign countries,
Guenther notes.

“You may need leaders of a tribe to approve of
a project, and people in the community need to
be informed of what they’re doing,” he says.

“Many times human subjects research projects
in the U.S. offer some sort of compensation for
participating in the project, and many times you
have to make sure that compensation is consis-
tent with native culture,” Guenther says.

For instance, cash compensation that appears
to be minimal in the United States might be con-
sidered coercive in other parts of the world and,
instead, it might be appropriate to provide non-
cash incentives such as soaps or perfumes, he
explains.

At the minimum, it would appear that the U.S.
IRB will need to work with a consultant from that
international community, but finding a suitable
person is not easy, Szabo notes.
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“If we hire a consultant, is it fine to get anybody
in the country, or should we go a step further and
get someone with scientific knowledge for the type
of research conducted there?” he asks. “The answer
so far, from what I’m finding, is it depends on the
level of risk involved in the procedure.”

One potential solution to finding the appropri-
ate consultant and to learning more about a par-
ticular research site’s culture and human subjects
protection regulations would be to contact that
nation’s embassy for information, Szabo suggests.

“If it comes down to finding written documents,
regulations, and if it’s greater than minimal risk
research, we’d ask the embassy’s assistance in pro-
viding human subjects protections in that coun-
try,” he says. “Dealing with the embassy will take
a while, but I think the embassy is the best source
besides finding information on the web.”

Sometimes graduate students from foreign
countries work on these international research
projects and returning to their native nations,
helping the IRB with the cultural issues that arise,
Guenther says.

“They can pick up the research fundamentals
and principles here and then take those back to
their country of origin for implementation of the
actual project,” he explains. “We are always open
to feedback and talk with researchers on a daily
basis as they bring back stories and reports from
the field in international countries, and we always
incorporate those into our future policies.”

However, even if the level of risk typically is
considered benign, there could be unanticipated
problems within the local context, Guenther and
Szabo say.

Suppose, for example, the research protocols
calls for a blood draw, he says.

There could be religious issues that conflict
with having a man draw blood from a woman
subject, or there could even be an aversion on the
part of subjects to sign an informed consent docu-
ment for that blood draw, Szabo points out.

In the former Soviet Union, there are many
people who may be afraid to sign any documents,
even if they are told that it is something standard
or benign, he says.

“My grandfather in Hungary spent 20 years in
the gulag in Russia, and he’s not someone to sign
anything no matter how benign it is,” Szabo says.
“He says, ‘Shouldn’t you trust me if it’s benign
enough?’”

Another example of cultural clash involved an
anthropological study conducted internationally,
Guenther notes.

“For an anthropological study, a researcher
approached a female in the household and did
everything by the book as far as the study goes,”
he explains. “But it turns out that the cultural
norms in that society required that any type of
activity of this sort needed to go through the
head of the household.”

If a domestic IRB has no knowledge about
these types of cultural issues, then there will be
unanticipated problems with the research and
human subjects protection, Guenther and Szabo
say.  ■

You can’t do emergency 
research in a vacuum
Community education a prerequisite

Emergency research may raise a number of
issues for IRBs that either review such proto-

cols or are asked to assess criteria for emergency
room use of an investigational drug or device,
experts say.

“Emergency research still is an area of confu-
sion at times,” says Paul W. Goebel Jr., CIP, vice
president of the Chesapeake Research Review
Inc. of Columbia, MD.

“The biggest issue has to do with obtaining
consent and the competency of the potential sub-
ject to give that consent,” says Karl M. Nelson,
PhD, director of research at Aultman Health
Foundation in Canton, OH.

“Emergency patients are either unconscious, or
the last thing they want to think about are the risks,
benefits, and etc. of participating in a research pro-
ject,” he adds.

“Emergency research is a very specialized area,
and the regulation 21 CFR 50.24 is very specific,”
Goebel notes.

For instance, the sponsor must submit an investi-
gational device exemption (IDE) or investigational
new drug (IND) to the FDA, and a separate IND
needs to be requested for life-threatening emer-
gency situations, he explains.

In these type of situations only, an investigator
will not be required to obtain informed consent
from subjects, but this is not meant to be a loophole.

“This can’t be something we think is not conve-
nient to obtain an informed consent; it has to be
something where the use can’t wait for informed
consent,” Goebel says. “There has to be, of course,
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IRB review, but the two most onerous provisions
are community consultation and public disclosure.”

Investigators as well as IRB members need to
know the difference between emergency research
and compassionate use of an investigational
product, notes Joseph Breault, MD, SCD, CIM,
CIP, IRB chair at Ochsner Clinic Foundation in
New Orleans.

“If somebody has a life-threatening emergency
and needs to use an IND product outside of what
the trial will allow, then usually the sponsor or
the FDA is likely to approve that in an emergency
setting,” he says.

And if it’s used for treatment and not research,
then the IRB does not need to approve its use
prospectively, Breault notes. “IRBs cannot give
retrospective approval, so all they do is acknowl-
edge the use after the fact and the investigator
has to notify the IRB within five days.”

‘Compassionate use’ goes outside the box

The term “compassionate use” is not a regulatory
term, although the FDA’s guidance indicates that
this is when someone who is likely to benefit from 
a research product that’s not yet marketed may 
be given the product, even if the person will not
become a participant in a clinical trial, he explains.

From an IRB’s perspective, the compassionate
use is meaningless because it is not research that
needs IRB approval; however, if an investigator
plans to study the patients with whom the inves-
tigational product is used, then IRB approval
would be required, Breault adds.

IRBs need to consider whether it will possible
for investigators to obtain informed consent
under the emergency research situations that will
arise, and then determine how best to do so.

For instance, can the investigator ask the poten-
tial subject questions, and will the potential sub-
ject understand what is going on? Nelson asks.

“Can they repeat, ‘These are the risks; these are
the benefits?’” he adds. “And if they can’t, then
ask about legally authorized representatives and
durable powers of attorney and state laws that
pertain to those situations.”

IRBs will need to see an informed consent doc-
ument and approve its use prior to the beginning
of an emergency research trial, Goebel says.

“Some people won’t be able to give consent, but
there could be a legally authorized representative
available, and then consent would not be waived
and there would be informed consent,” he adds.

In some cases, subjects who were enrolled in

an emergency research trial and who were unable
to provide consent later will be able to provide
consent for their continued involvement, Goebel
says. “You can’t go back and get approval for
what has already happened, but for their contin-
ued involvement you want their consent.” 

Community consent

For trials where it’s likely there will not be time
for individual informed consent, the IRB will need
to be actively involved in the community consul-
tation part of the regulations, Goebel points out.

“It’s a lot of work and it’s expensive for IRBs to
do this, and it’s expensive for sites and sponsors
— there’s no question about it,” he says.

The emergency research Polyheme clinical trial
and its extensive public education efforts demon-
strate how carefully IRBs must pay attention to
the public disclosure provision.

The Polyheme trial will study patients in hem-
orrhagic shock, giving the control group standard
care of salt water, and the study group will receive
Polyheme, an oxygen-carrying blood substitute
made from human blood.

Before the Polyheme study was granted an
exception from informed consent, under 21 CFR
50.24, investigators developed a public education
campaign that included notices in newspapers,
coverage on local television stations, and adver-
tising in English and Spanish. They also provide
“no participation” study bracelets to anyone who
requests one.

“We conducted several community meetings 
in which we provided a PowerPoint presentation
detailing the product, previous clinical trials, and
the design of the current study, with emphasis on
the exception from informed consent,” recalls
Jeffrey S. Long, RRT, clinical research specialist
in the department of surgery at Denver Health
Medical Center.

“We handed out surveys at the end of the meet-
ings, which we provided to our IRB along with
minutes and an overall impression of the meeting,”
he says. “Additionally, we placed advertisements
in several local publications, some with details
about the study and dates/times of upcoming
meetings, and others just to announce meetings.”

The trial received some local news coverage
from print and broadcast outlets through inter-
views and basic news stories, Long reports.

“Finally, we directed the community to our web
site, or directly to the principal investigator or to
myself for questions and comments,” he adds.
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“Community consultation is a requirement that
either the IRB or clinical investigators or someone
has a local consultation with leaders of the commu-
nity about this planned use of the treatment with-
out obtaining informed consent,” Goebel says.
“They have to inform the public at large that if they
go to such and such emergency room with loss of
blood or a heart attack or whatever, then they are
likely to be entered into a research that study, and
there has to be public awareness of this.”

The FDA decided that public disclosure is not
satisfactorily achieved by merely placing a legal
notice in the town’s newspaper, he notes.

“What does work are notices or stories in
mainstream publications, notices or stories on
the radio, and the big gorilla in the room is tele-
vision,” Goebel says. “So you’d be hard-pressed
to say we disclosed this to the public if it has not
appeared on television.”

It’s expensive to buy a television ad, so the best
way to obtain this coverage is through a free pub-
lic interest story, he suggests.

“The surgeon who’s doing the research can be
interviewed, and you can obtain public disclosure
this way,” Goebel says.

Investigators also might visit churches, schools,
or other community venues to explain the research,
and this part is left to the discretion of the IRB,
whose members know the community, he adds.

“It’s not that each of these is extraordinarily
difficult, but there are a lot of decisions that an
IRB and team have to make, and it takes a lot of
time and effort for the IRB to sort through this,”
Goebel says.

Another requirement is that when the research is
concluded, there must be a notification of the results
of the research, and this may include publishing an
article in a professional journal, Goebel notes.

Responding to sponsors

One other issue that IRBs sometimes face is a
request by a sponsor asking for acknowledge-
ment or approval for an investigator/clinician to
use a particular IDE or IND in emergency situa-
tions, Breault and Nelson say.

“Usually the principal investigator will call and
say, ‘The sponsor says I can have it under emer-
gency use, but they want a letter from you saying
it’s approved,’” Breault says. “I say, ‘I am aware of
this and it appears to fit the emergency use provi-
sion, but this is not officially an IRB approval,
which can only be done by the IRB’s full panel.”

This situation is different from a planned

research protocol in the emergency room because
it may be a situation in which Dr. X knows about a
device that Dr. Y has been using, but Dr. X hasn’t
brought this to the attention of the IRB although
he’d like to have the option of using the device
under certain emergency circumstances, Nelson
explains.

The sponsor of that particular device will write
the IRB requesting a letter that addresses the situ-
ation, he adds.

In response, the IRB may write something like
this: “We’re aware of the situation, and we feel
those criteria for those regulations have been
met,” Nelson suggests.  ■

(Editor’s note: IRB Advisor asked IRB and human
subjects protection experts from across the nation to dis-
cuss the state of human subjects protection regulations
and how IRBs are interpreting federal requirements.
This article, which is the last in the three-part series,
will discuss investigator certification and training.)

Is investigator certification 
the wave of the future?
Arizona health system already is on board

The NIH may have set the bar, requiring all NIH-
funded research to show evidence of human

subjects training, but it’s the lack of details that raise
concerns among some IRB members and experts.

“Everyone who applies for an NIH grant must
be able to check the box that says, ‘I have evidence
of human subjects training,’ but it doesn’t say how
often, how much, or what happens to co-investiga-
tors and other members of the research staff,” says
Robert Reed, PhD, IRB administrator for Maricopa
Integrated Health System in Phoenix.

“That’s pretty much left up to the local institu-
tions, and many default and leave it to the princi-
pal investigator to do,” he says.

IRB reviews are intended to be in partnership
with investigators, sharing in decision making,
says Ernest Prentice, PhD, associate vice chancellor
for academic affairs at the University of Nebraska
Medical Center in Omaha. He also is the chair of
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the Secretary’s Advisory Committee on Human
Research Protection for the U.S. Department of
Health and Human Services. 

“But ultimately, you have to rely on the integrity
and competence of your investigators, and we’ve
had a tendency to move away from the position of
trust — or maybe we trust our investigators, but
we should verify,” Prentice says.

One concern is that there have been very little
educational requirements for clinical investiga-
tors in private practice, he notes.

“They go through the pharmaceutical compa-
nies’ protocol orientation session, and that’s about
it,” Prentice says. “Even at institutions that have
NIH funds and an education program, the pro-
gram in some cases is scanty and limited.”

While other programs may have a much more
comprehensive education component, the fact is
that there is no requirement for what should be in
such a program, he points.

“It seems to me that we should have a certifica-
tion program in place to allow physicians to engage
in human subjects research period, and they have to
go through a program to become certified,” Prentice
says. “Pharmaceutical companies should say, ‘We
won’t recruit physicians who are not certified inves-
tigators and there should be a nationally recognized
program to educate.”

It would be a good idea to have national stan-
dards and to ensure that all people involved in
research are aware of the important human sub-
jects protection issues, Reed says.

However, one possible drawback to a national
certification program would be that it might be a
one-size-fits-all model when that won’t really work
for some who work in the research field, he notes.

“My worry with a national certification test is if
there was a single standard, it may not apply well
to people who are doing public health research or
behavioral research, or it may be difficult to certify
for people who have lower level responsibilities on
the research protocols,” Reed explains.

Still, a national certification program may 
be preferable to the piecemeal and haphazard
approach to how investigators and staff cur-
rently are educated and trained in human sub-
jects protection, Prentice explains.

“If you’re going to be an oncologist you have
to be board-certified,” he says. “So you should
have to be certified to be a clinical investigator by
some appropriate mechanism and by an appro-
priate process.”

When you think about it, human subjects pro-
tection has lagged behind the rules and regulations

in place for animals that are used in research stud-
ies, Prentice notes.

There has been certification of lab use of animals
since the 1960s, while even voluntary accreditation
of IRBs has only recently occurred, he explains.

A few already requiring certification 

Meantime, there are some good examples of
research certification programs, and there are
web-based and other educational materials that
institutions could use in their education and certi-
fication programs. (See related story, p. 92.)

The University of California-Los Angeles
(UCLA) requires investigators to be certified, and
this must be updated every two years, says Steven
Peckman, associate director for human subjects
research at the Office for Protection of Research
Subjects at UCLA.

“One, we want to educate and help investiga-
tors to stay informed and, two, by educating
them to local responsibilities, hopefully this will
improve applications to the IRB,” he says. “I
think education is a very important thing — you
can’t tell someone they’ve done something wrong
if you haven’t told them how to do it right.”

Maricopa Integrated Health System also has an
extensive certification program for IRB members
and all members of research teams, Reed reports.

“We also have a special requirement for people
who are being principal investigators for the first
time,” Reed says. “We have a policy in place that
says everybody involved in research has to have
some sort of human subjects ethics training ini-
tially and then renew it every two years.”

IRB members, investigators, and research staff
have a variety of options for how to obtain and
renew their certificates. For one, they could
attend a one-day session about the IRB process
and human subjects protection, Reed says.

Or they could read a 200-page book titled
Protecting Study Volunteers in Research, published
by Thomson CenterWatch. The book has 14 chap-
ters that cover a variety of subjects, including eth-
ical issues, conflicts of interest, general ethics, and
roles of institutions and investigators. There is a
written test at the end of the book, he says.

Another option permits investigators and oth-
ers to take a subscription-paid, web-based pro-
gram at www.citiprogram.org. The Collaborative
IRB Training Initiative (CITI) course option has
the added advantage of an educational track
designed specifically for behavioral and public
health types of research, Reed notes.
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“Very recently, we put in place two other
modules available through Citi course combina-
tion, and these are aimed to people who are limited
to the medical record review,” he says. “These have
a high emphasis on confidentiality and the Health
Insurance Portability and Accountability Act.”

Investigators who are renewing their certifica-
tion also may attend human subjects protection
conferences, except for the ones that are pharma-
ceutical company-sponsored training courses for
clinical trials, Reed says.

If the course is offered by a professional society
and if it includes continuing education credit,
then it likely will be acceptable for recertification,
Reed says.

“We’re a little more flexible in how people
choose to renew,” Reed explains. “The spirit of
continuing education is that you keep up with
things that you learn.”  ■

On-line education is 
becoming standard
Annual education required 

At institutions across the country, research
administrators now are using Internet-based

or local computer software modules to facilitate
annual education in human subjects protections
for investigators and IRB members.

The electronic format is easy for investigators
to complete on their own schedule, allow a stan-
dard way of ensuring certification, and is easy to
update at an institutional level, proponents say.

“Most of the feedback we have received has
been very positive,” notes Michelle Fronheiser,
CIM, CIP, research administrator for the Veterans
Affairs (VA) Medical Center in Hampton, VA.
“These web-based modules are very convenient
— they can be completed at any hour of the day
or night, from work or from home. And, they can
be done all in one sitting or a little at a time.”

All institutions under a federalwide assurance
(FWA) are required to conduct annual education
on human subject protection requirements for
research investigators, research coordinators and
members and chairs of the IRBs. 

In addition, the NIH and FDA have require-
ments for minimum levels of education in human
subjects protections for investigators conducting
research that they sponsor.

OHRP provides standard modules covering
federal research regulations, institutional, and
investigator responsibilities, informed consent,
and the federal Human Research Protections
Program.

In addition, institutions under the VA must
conduct annual education in standards of good
clinical practice (GCP), ethics, and the provisions
of HIPAA, Fronheiser notes.

Going proprietary

As a certified IRB professional and manager,
Fronheiser has taught classes in human subjects
protection for research investigators, research
team members, IRB members, and members of
the center’s research and development (R&D)
committee, she says.

“Basically, anyone who may come into contact
with a research participant must have the annual
training,” Fronheiser explains.

So, from her class presentations, she developed
three computer-based modules in GCP, ethics,
and HIPAA.

The GCP module covers the institutional
review board process, informed consent, how to
monitor patient safety, the required investigator
records and reports, how to manage investiga-
tional products, and an overview of quality con-
cerns in VA research.

The ethics edition covers the history of research
ethics development, informed consent, an overview
of the function of IRBs, the process of IRB review,
ongoing human subjects protections, and ethical
issues in international research. That module 
also covers potential misuses of the positions of 
IRB members and investigators, rules about gifts
between employees, and gifts from outside sources.

The HIPAA training includes education about
privacy and release of information, veterans’ rights,
uses of information within the VA, purposes requir-
ing authorization of the patient, releases of infor-
mation outside the VA, and operational privacy
requirements as well as the center’s obligations
under the Freedom of Information Act.

Investigators have found the web-based train-
ing particularly useful as they juggle clinical and
research schedules, Fronheiser says.

“If a physician has only a few minutes because
a patient is late or missed an appointment, he or
she can take that few minutes to work on the
web-based training,” she explains. “Once the
investigator exits the program, the module saves
the place for the next time he or she returns. The
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only negative feedback we have received is when
the network is slow or the investigator has trou-
ble logging onto the site.”

Web-based products

Clinical researchers, research staff, and IRB
members at Community Health Care/Wausau
Hospital in Wausau, WI, have also used com-
puter-based education programs, says Gretchen
L. Johnson Anding, MA, the institution’s human
subjects research coordinator.

As a smaller institution, they have not devel-
oped their own programs, but have found other
on-line products available and use them to sup-
plement the annual educational meetings and
conferences the center sponsors.

“Each year, we offer an annual half-day confer-
ence on human subject research and protections.
Typically, the conference is hosted by PRIM&R
through their IRB 101 On the Road program,”
Johnson Anding says. “In addition, we recom-
mend several computer-based training modules,
including the NIH module on human subject pro-
tections. Finally, we have several presentations and
conferences available on video and CD-ROM.”

Johnson Anding monitors compliance through
use of an education documentation table that
each investigator is required to fill out.

The table documents the type and amount of
education completed either initially or annually,
she says.

“As we are a smaller institution, use of this doc-
umentation table is adequate for tracking comple-
tion of training,” Johnson Anding says. “As the
human research protections coordinator, I am
responsible for monitoring compliance. Continued
failure by an investigator to complete the required
education may result in reporting to the IRB and
possible removal from participation as an investi-
gator for the research project.” 

As the institutional research administrator at
the VA center, it also is Fronheiser’s job to ensure
that all investigators, research team members,
IRB members, and R&D members there have
access to the training modules, which are avail-
able via the Internet.

The IRB and the National Veterans Affairs Office
of Research and Development approve the actual
content of the modules.

“In addition, I manage the oversight process
and remind all research investigators, IRB and
R&D committee members when their due dates
for renewal are coming up,” Fronheiser adds. “I

send constant reminders until they have sent me
a copy of their certificate of completion and it has
been logged onto the data log. If an investigator
or someone on the research team is not in compli-
ance with the educational requirement, the IRB
would take appropriate action to safeguard 
the protection of human subjects until that inves-
tigator has completed the educational require-
ment. To date, all of our investigators have been
compliant.”  ■

Bill for national trials 
registry on the table
Democrat senators consider bill

Afederally funded national clinical trials registry
may soon be a reality if the American Medical

Association (AMA) and several Democratic sena-
tors have their way.

Representatives from the American Psychiatric
Association and the American Academy of Child
and Adolescent Psychiatry — both member orga-
nizations of the AMA — met June 24 with staff
members from the offices Sens. Edward Kennedy
(D-MA), Tim Johnson (D-SD), and Christopher J.
Dodd (D-CT).

The meeting was just a preliminary step, repre-
sentatives from the organizations and the govern-
ment officials told The New York Times the day
before the meetings.1 But the meeting followed
closely on the heels of a vote by the AMA’s House
of Delegates proposing that the Department of
Health and Human Services (HHS) develop a
national database of all completed U.S. clinical trials
to include both favorable and unfavorable results.

Kennedy already has indicated he intends to
introduce legislation calling for a federally run
trial database, to be included in legislation aimed
at offering more protections for people participat-
ing in medical research.

The AMA proposal, adopted on June 15, calls
for HHS to establish a national clinical trials reg-
istry, compiling information on the outcomes of
all clinical trials and making it publicly available.
The proposal also urged all institutional review
boards, should the registry be established, to
make participation in the registry a condition of
protocol approval.

“The AMA is calling on the Department 
of Health and Human Services to create a
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comprehensive, centralized clinical trials registry
so that scientists, investigators, and clinicians can
easily find information on trials,” said AMA
Trustee Joseph M. Heyman, MD, in a statement
announcing the proposal’s adoption. “Posting the
results of such trials would address growing con-
cerns over publication and outcome bias in clini-
cal trials. The AMA further calls on all institu-
tional review boards to make registration in this
database a condition of approval.”

In recent years, there has been growing con-
cern that the reluctance of investigators and phar-
maceutical sponsors to publish the results of
unsuccessful clinical trials has prevented clini-
cians and patients from obtaining complete infor-
mation about recently approved drugs. Some
experts estimate that as much of 50% of all clini-
cal trial results never see the light of day because
study sponsors bury results that are not favorable
to the product.

Last month, New York’s state Attorney General,
Eliot Spitzer, filed a lawsuit against pharmaceutical
manufacturer GlaxoSmithKline PLC (GSK) alleging
that the drug maker had, since 1998, withheld neg-
ative trial information about the antidepressant
Paxil’s side effects in children and adolescents, and
misinformed its sales staff about its effectiveness.
Following the filing, GSK published the previously
unreleased trial results on its web site.

The day after the AMA’s proposal was adopted,
the Whitehouse, NJ-based pharmaceutical giant
Merck and Co. announced it would support
expanding a current NIH trial registry to include
all drugs.

Proprietary constraints

Currently, all drug companies must submit all
clinical trial results to the FDA, but the agency is
prohibited from disclosing all of the information
because it is considered proprietary — the property
of the company — and officials must receive the
consent of the company before making the infor-
mation public.

In rare instances, FDA officials have decided to
publicize information that it deems necessary for
the public to know for their own safety.

The federal government already has some
existing trial registries — the NIH-sponsored
ClinicalTrials.gov and the consumer-oriented
MedLinePlus.gov regularly publish the results 
of completed trials. The National Cancer Institute
also publishes findings from federally funded
cancer clinical trials on its web site, Cancer.gov.

The AMA’s proposal would go farther in
requiring the results of all clinical trials to be pub-
lished in one centralized, universally accessible site.

The International Committee of Medical Journal
Editors, which includes 12 major medical publica-
tions such as the New England Journal of Medicine
and the Journal of the American Medical Association,
also is working on a proposal that is to be com-
pleted this summer or fall. The proposal would
require registration of all clinical trials in a public
database or registry as a condition for publication
consideration. 

Reference

1. Meier B. Democrats take a look at drug tests. The New
York Times, June 23, 2004:p. 4/section C. ■

Senate passes BioShield; 
$5.6B slated for industry 

With bipartisan support from the likes of
Sens. Bill Frist and Edward Kennedy,

Project BioShield passed the Senate in a 99-0 vote. 
If signed into law by President Bush in the next

few weeks, BioShield would flood the industry
with $5.6 billion over the next decade for the pro-
curement of vaccines against chemical, biological,
nuclear or radiological attacks. The federal bud-
get for 2004 allocates $890 million to the project. 

Products under consideration for BioShield are
a recombinant protective antigen (rPA) anthrax
vaccine, anthrax therapeutics, a next-generation
smallpox vaccine, antitoxins to Clostridium
botulinum neurotoxins, a plague vaccine, and a
botulism vaccine. Potential future products
include an Ebola-Marburg vaccine, a Rift Valley
fever vaccine, novel antibiotics and anti-infectives,
polyclonal human anthrax and botulism antibod-
ies, and a third-generation anthrax vaccine. 

Bush introduced the nation to Project BioShield
in his January 2003 State of the Union address. The
idea behind the plan was to speed development
and availability of countermeasures by streamlin-
ing government research, creating incentives for
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companies to take on the research and providing
the FDA with the authority to make investigational
products widely available in a public emergency. 

As passed, BioShield would not provide com-
panies with research and development money,
said Frank Rapoport, a partner with McKenna
Long of Philadelphia. He also is an attorney for
Aventis Pasteur Inc., the vaccine business of
Aventis SA, of Strasbourg, France. 

Under BioShield, “the government will enter
into a contract promising to buy a product that [a
company] promises to develop with its own money
in the next eight years,” he told BioWorld Today. ▼

FDA initiative seeks 
to speed up approvals 

Pressure from Congress and the public to gain
access to more efficacious, less expensive drugs

and biologics has caused the FDA to rethink its role
in the drug development process. 

Earlier this year, the agency introduced the
critical path initiative, a project to create a new
generation of performance standards and predic-
tive tools aimed at providing better and quicker
results on safety and effectiveness of investiga-
tional products. 

FDA officials over the last several months
have taken the podium at conferences in Wash-
ington looking to sell the plan as a positive step
for drug companies, and recently kicked off its
campaign called “The Critical Path, From Con-
cept to Consumer.” 

Each year, new guidance on different diseases
or indications will be issued under the critical care
initiative. For example, if an obesity drug were the
subject of a critical path, the FDA would provide
descriptive guidance about what is expected in
the clinical and regulatory process from concept to
bedside. Also, the FDA expects to provide scien-
tists, investors, and companies with information
on the types of diseases needing new treatments

and on research grants available through the NIH
in Bethesda, MD. 

The initiative also calls for the FDA to work with
the industry, academia and other government agen-
cies to develop the “Critical Path Opportunities
List,” which is designed to identify areas that
would most benefit from a modernized path of
medical product testing and manufacture.

Janet Woodcock, former director of the Center
for Drug Evaluation and Research who now serves
as the agency’s acting deputy commissioner for
operations, said the FDA contends that companies
will get to market with fewer hurdles if they use
the critical path once they come up with an idea
for a drug.  ▼

OHRP to require 
IRB registration

The Office for Human Research Protections
(OHRP) is proposing to require registration 

of IRBs that review human subjects research con-
ducted or supported by the Department of Health
and Human Services (HHS) and that are desig-
nated under an assurance of compliance approved
for federalwide use by OHRP. 

Under the current OHRP IRB registration sys-
tem, the submission of certain information is
required by the existing HHS human subjects
protection regulations and certain other informa-
tion may be submitted voluntarily. Under the
proposed rule, all registration information will be
required, making the IRB registration system uni-
form with the proposed IRB registration require-
ments of the FDA and creating a single HHS IRB
registration system. FDA simultaneously is pub-
lishing a proposed rule regarding FDA IRB regis-
tration requirements.

Comments on the OHRP notice must be received
on or before Oct. 4, 2004. The notice can be accessed
as a PDF document at www.hhs.gov/ohrp/news/
irbnotice.pdf.  ■
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Physicians, nurses, and others participate in
this continuing education program by reading

the article, using the provided references for fur-
ther 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 knowl-
edge. To clarify confusion surrounding any ques-
tions 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 com-
pletion. When your evaluation is received, a cer-
tificate will be mailed to you.

5. International sites of U.S. federally funded 
research must have ____ in place.

A. Local IRB with community members
B. Local team of investigators
C. International federalwide assurance
D. Human subjects protection regulations

6. When emergency research is being con-
ducted, under which circumstances does the
FDA allow informed consent to be waived?

A. If the clinician researcher needs to use the 
new product under a compassionate use 
provision

B. If the researcher has gone through an exten-
sive public education and notification process

C. Both A & B
D. None of the above

7. Those applying for NIH grants must provide 
evidence that they have received human sub-
jects training on a ____________ basis.

A. Monthly
B. Quarterly
C. Yearly
D. None of the above

8. Currently, all drug companies must submit
all clinical trial results to the U.S. Food and
Drug Administration, but the agency is pro-
hibited from disclosing all of the information
because it is considered proprietary.

A. True
B. False

Answers: 5-C; 6-B; 7-D; 8-A.

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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