
For-profit vs. non-profit: Sponsor 
type affects study outcomes 
Experts analyze findings and talk about changes

It may not surprise most people in the clincial trials industry, but a
new study says that when cardiovascular trials are funded by for-
profit sponsors they are more likely to report positive findings.1 

Experts say the reasons related to bias are partly systemic.
“I think it’s a cultural problem right now,” says Barbara J. LoDico,

BS, CIP, executive director of the office of human subjects protection at
the University of Medicine and Dentistry of New Jersey in Newark.
LoDico will be the new chair of the regulatory and ethics forum for the
Association of Clinical Research Professionals (ACRP).

“Whether it’s in a private office or private research center or an aca-
demic center, contract research’s goal is to reach a data set point for the
sponsor,” LoDico says. “And with the lack of investigator input into the
protocol, it’s a different paradigm.”

The new study looked at reported outcomes of 349 randomized 
cardiovascular clinical trials, which were published between 2000 and
2005 in the Journal of the American Medical Association (JAMA), the New
England Journal of Medicine, and The Lancet.1

Of the 349 trials, 31% were financed by not-for-profit organizations;
44% were financed by for-profit pharmaceutical or device manufactur-
ers, and 19% were financed jointly by for-profit and not-for-profit orga-
nizations. The remaining 6% noted no funding source.1

The published results were rated as positive or negative and then
analyzed according to the funding source of the trial. Investigators
found that 49% of the not-for-profit studies reported evidence signifi-
cantly favoring newer treatments, while 67.2% of the for-profit trials
showed evidence significantly favoring newer treatments. Of the trials
funded by both for-profit and not-for-profits, the percentage was mid-
way between the other two groups at 56.5%.1

The study’s authors conclude that incentives associated with for-profit
sponsors have the potential to influence clinical trial outcomes.1 But they
also point to other important factors, such as the reality that truly novel
therapies that have initial negative results are unlikely to be funded later
by for-profit entities and that for-profit sponsors often are interested in
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evaluating proven therapies in understudied
patient populations.1

The more optimistic results reported by for-profit
entities probably has more to do with study design
than with interpretative bias, says LaDale George,
JD, a partner of Foley & Lardner in Chicago and
lead of the translational research group at Foley.

“The funder has a great impact on the design
of the study, setting out end points and inclusion
and exclusion criteria,” George says. “And it’s
more narrowly tailored to try to identify a posi-
tive outcome, but that’s by design.”

Unless studies were designed in a way that 
did not limit the criteria of patients and would
provide a broader risk and efficacy profile for the
study product, then there always will be this
issue, George says.

“The design by the for-profit sponsor and the
identification of the end point is market-oriented,”
he says. 

“It’s not just a design to show the product is
more efficacious than the other in general, it’s
designed to show it’s more efficacious in a specific
manner, which is going to a particular market
opportunity for that product.”

Any regulatory changes that take away this
market incentive for research would back fire,
experts predict.

“Who’s going to fund this research if the phar-
maceutical industry, in whose interest the research
is being conducted, doesn’t fund it?” says Ellen
Hyman-Browne, JD, MPH, CIP, director of
research compliance at The Children’s Hospital of
Philadelphia. Hyman-Browne, George, and LoDico
are members of the editorial advisory board of
Clinical Trials Administrator.

“We don’t have a choice in how the research is
funded,” Hyman-Browne says. “But there needs 
to be a partnership between the pharmaceutical
industry and research institutions to work towards
maintaining the trust of the public, and I think
there are ways we can improve on that.”

Research is expensive, and no academic medi-
cal center or educational institution could ever
fund on their own the type of research that needs
to be done, LoDico says.

“They are really dependent on a combination
of federal and private sponsorship,” LoDico says.

The controversy that continues over the arthri-
tis painkiller rofecoxib (Vioxx) highlights the
problem of bias in study design and analysis.

Since Merck pulled rofecoxib off the market in
2004, reports have shown that clinical trial evi-
dence showed some cardiovascular risks among
trial participants. 

According to a recent article in The New York
Times, these problems were even evident from
data in people who took the drug for as little as
four months, despite Merck’s assertion that 
people who took the drug for less than 18 months
were not at risk.2
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The FDA had approved the use of Vioxx for no
more than 18 days of continual use, but physi-
cians were prescribing it for 18 months or more,
George explains.

“All COX-2 selective inhibitors ran into prob-
lems once they reached the marketplace,” George
notes. “The problem is the lack of association
between FDA-specific use approval and physi-
cian practice of medicine exception.”

Initially, no one was checking the data on the
back end of physician use as thoroughly as they
should have, he says.

The published studies about rofecoxib did not
address long-term use, despite the clear market
advantage to Merck of having a drug that people
would use for more than 2.5 weeks at a time.

In this case, the omission of important data
became a safety issue. And it’s because of the
Vioxx controversy and similar recent occurrences
that research transparency is gaining momentum.

“Part of the problem is that in this country we
don’t have a governmental process that approves
drugs,” George says. “We have a governmental
process that examines data that is collected in the
private sector and uses that data to base its
approvals on, but there is not an independent
government testing of the product.”

Whether the government should be involved
in the direct testing process is a big philosophical
debate, George adds. “I don’t know if there
should be an independent government body that
runs clinical trials — we’d grind to a halt if that
was the case,” George says.

The climate in today’s clinical trials industry is
much more favorable than it has been in the past
for honest reporting of research data, Hyman-
Browne notes.

“This is not something we can expect the 
government to take over — not that that would
be completely unbiased either,” Hyman-Browne
says. “So I think we have to work with the situa-
tion we have.”

More transparency needed

The goal is to add more transparency to
research, and most academic medical institutions
contribute to this objective through their efforts 
to preserve the right to publish, Hyman-Browne
notes.

Not-for-profit academic medical institutions
work to monitor conflicts of interest and data
integrity in their efforts to maintain research edu-
cation service goals, she says.

“Publishing is very important in an academic
medical center when clinical trial agreements are
negotiated,” Hyman-Browne says. “Every center
I’m aware of is very careful to protect the integrity
of the trial and the research and the public service
nature of what they are doing, so they’re not work-
ing for hire for the pharmaceutical industry.”

The new emphasis on a clinical trials registry,
required in some cases by the FDA and by medi-
cal journal editors, also has helped to improve
transparency in human subjects research. (See
story on clinicaltrials.gov, p. 76.)

“Many institutions now have guidelines for
clinical trial agreements that ensure the trial will
be registered,” Hyman-Browne says. “And some
research institutions also have policies of register-
ing all trials conducted at their sites on their own
web sites.”

Public disclosure of clinical trials is important,
LoDico says. Research journals increasingly are
publishing studies that show negative results, a
trend that is needed to provide a balance, she adds.

The National Cancer Institute has a Clinical
Trials Cooperative Group Program that provides
one example of a model that could be a solution
for eliminating bias in clinical trials. Under the
cooperative group model, protocols are devel-
oped based on input from all of the investigators
who will be conducting the studies, as well as the
pharmaceutical sponsor or device manufacturer,
LoDico explains.

“So cooperative groups, like AIDS clinical trial
research, come up with the best possible protocol
to answer the scientific question, as opposed to
the purely industry sponsored research where the
only question is, ‘Will this drug in this trial be
good enough to allow the FDA to approve a mar-
keting application?’” LoDico says.

In the traditional model, the design of the
study and the analysis are done by the sponsor
and local sites have no input, LoDico says. While
the cooperative group model may be ideal, it is
very time-consuming and expensive, she notes.

“I think the research industry recognizes that
the cooperative model is actually the best, but
how pure does it need to be?” LoDico says. “I
don’t think you’ll get an agreement on this by
anyone.”  ■
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National registry has grown
to near 30,000 studies
Journal  announcement started avalanche

Clinical trial registration rapidly is gaining
acceptance and soon could be a standard for

researchers and sponsors alike.
“It’s moving towards becoming something that

people will expect,” says Deborah Zarin, MD,
director of ClinicalTrials.gov at the National
Library of Medicine, which runs the web site on
behalf of the National Institutes of Health.

“We’re hoping IRBs will start accepting and
demanding it,” Zarin says. “The more compre-
hensive it is, the more useful it is to everyone.”

Patients, providers, and journal editors, who
try to interpret medical literature, all should find
it useful, she adds.

The NLM’s ClinicalTrials.gov web site for reg-
istering clinical trials grew at a steady pace
between its initiation in 2000 and 2005. 

Then in the second half of 2005, its registration
jumped in response to the implementation of the
International Committee of Medical Journal Edi-
tors (ICMJE) policy requiring clinical trials to be
registered as a prerequisite for publication.1

“The ICMJE said they wouldn’t consider pub-
lishing a manuscript of a clinical trial unless it
had been registered prior to registry of the first
subject,” Zarin says.

The NLM had a year’s notice of the ICMJE’s
deadline, which was Sept. 13, 2005, and was able
to handle a huge increase in registration, Zarin
notes. (See table of ICMJE’s registration require-
ment, p. 77.)

“It has quadrupled the number of weekly reg-
istrations even now,” Zarin says.

As of mid-May 2006, the web site has about
29,700 trials registered, making it the biggest clin-
ical trials registry in the world, Zarin says.

Between May 20, 2005, and Oct. 11, 2005, the
registry had a 73% increase in the number of reg-
istrants, from 13,153 to 22,714.1

Both investigational new devices (IND) and
non-IND studies had increases, and non-industry
data providers also changed their registration
behavior near the ICMJE deadline. Also, there
was a 195% increase in international registrants.1

Prior to the ICMJE announcement, there was
little extrinsic incentive to register a trial, other
than the minority of trials that were required to
register under the FDA’s Modernization Act, 

section 113, which mandated the registration of
all private and public trials that test effectiveness
for serious or life-threatening conditions submit-
ted under an IND application.1

Budgeted at $3 million per year, NLM doesn’t
charge for clinical trials registration, Zarin says.

“We take advantage of a lot of the infrastructure
at NLM, which runs Medline and Pubscan and 
GenBank,” Zarin says. “So this fits well within our
portfolio at NLM, and we have efficiencies.”

The web site, which has 20 million hits
monthly, including one-half a million unique
users per month, was not created to provide
study results, although there are links to pub-
lished results and to other resources that might
be useful, Zarin says.

Although some drug companies and research
institutions have developed their own clinical
trial registries, the ICMJE initially only accepted
ClinicalTrials.gov because it met their criteria for
a not-for-profit registry that also is inclusive and
does not have conflicts of interest, she says.

For example, the University of Pennsylvania of
Philadelphia, PA, started its own registration site
called ClinicalTrials@Penn in August, 2005, but
the ICMJE said it did not meet their criteria at the
time the university presented the registry to
ICMJE, says Adam P. Rifkind, Esq, associate
director of corporate contracts in the office of
research services. (See story about University of
Pennsylvania’s trials registration, p. 77.)

ClinicalTrials.gov has a straightforward protocol
registration system that was designed to encourage
the registration of all clinical trials, Zarin says. “We
encourage everyone to register all of their trials to
improve transparency and as an ethical obligation
to subjects in the trial,” Zarin says. “It’s important,
in order to contribute to medical knowledge, that
things have to be published.”

People can’t interpret published literature
about trials without knowing the denominator,
Zarin notes.

“If you read one study of a drug and missed
nine others, then you’ve been mislead,” she says.
“Knowing how many trials were conducted on a
drug helps you understand the context in which
you are reading the results.”

The original intent of ClinicalTrials.gov was to
help potential subjects find trials in which they
might be interested in enrolling, Zarin says.

“That’s an important user group, but other
uses have become clear, including IRB members,
and anyone who would want to see what other
studies are out there,” Zarin adds.
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Those who register trials are required to keep
the information up to date, focusing in particular
on the latest news about recruitment status, Zarin
says. “If we don’t hear from you, we bug you
every six months,” she says.

An international clinical trials registration site
is an idea whose time has come.

“Experts in the field have been calling for reg-
istries for a long time,” Zarin says. “And it didn’t
hit a critical mass of public understanding of the
importance of registries until the human cry over
Vioxx and Paxil.”

The Journal of the American Medical Association
published an editorial calling for trial registration
in September, 2004, and the World Health Organi-
zation (WHO) also endorsed registration.

It wasn’t until the ICMJE issued its announce-
ment that the avalanche of registration began,
Zarin says.

The registry is undergoing continuous
improvement, largely to follow the ICMJE’s pol-
icy regarding breadth and depth of the registry,
Zarin says.  ■

Reference
1. Zarin DA, Tse T, Ide NC. Trial registration at Clinical-

Trials.gov between May and October 2005. N Engl J Med.
2005;353(26):2779-2787.

UPenn’s clinical trials 
registry going public
Site follows same format as ClinicalTrials.gov

The University of Pennsylvania in Philadelphia
rolled out its own on-line clinical trials reg-

istry nearly a year ago as a trials recruitment tool.
“We felt that if we could get information about

studies out to all of our physicians at Penn’s 
various hospitals and clinical care centers in the
Philadelphia area, then they would find studies
appropriate for their patients and mention them,”
says Adam P. Rifkind, Esq, associate director of
corporate contracts in the office of research services.
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The International Committee of Medical Journal 
Editors (ICMJE) requires all clinical trials that will be
considered for publication to be included in a compre-
hensive registry as of Sept. 13, 2005.

According to the ICMJE’s “Uniform Requirements
for Manuscripts Submitted to Biomedical Journals:
Writing and Editing for Biomedical Publication,” which
was updated in February 2006, all studies involving
human subjects who are assigned to intervention or
concurrent comparison or control groups for the study
of cause-and-effect relationship between a medical
intervention and a health outcome are required to be
registered on a public trials registry.1

To meet ICMJE’s requirement, registries must
meet these criteria:

• It must be accessible to the public at no charge;
• It must be open to all prospective registrants and

managed by a not-for-profit organization;
• There must be a mechanism to ensure the validity

of the registration data;
• It must be electronically searchable.1

Also the ICMJE requires these minimal registration
data sets:

1. Unique trial number
2. Trial registration date
3. Secondary IDs
4. Funding source(s)
5. Primary sponsor
6. Secondary sponsor(s)
7. Responsible contact person
8. Research contact person
9. Title of the study
10. Official scientific title of the study
11. Research ethics review
12. Condition
13. Intervention(s)
14. Key inclusion and exclusion criteria
15. Study type
16. Anticipated trial start date
17. Target sample size
18. Recruitment status
19. Primary outcome
20. Key secondary outcomes.1

ICMJE trial registration requirements

Reference
1. Uniform requirements for manuscripts submitted to biomedical journals: writing and editing for biomedical publication.

International Committee of Medical Journal Editors. Updated February, 2006. Available at www.icmje.org/icmje.pdf;1-35.



The university’s clinical trials registry was
designed purposely to complement the Clinical 
Trials Data Bank, sponsored by the National
Library of Medicine at ClinicalTrials.gov, he notes.

Both use the same data fields in the registra-
tion form. “We did that for several reasons, and
the chief one is so that there will be a consistency
as to what we put on our sites and as to what’s
put on clinicaltrials.gov,” Rifkind says.

Eventually, investigators and clinical trials 
professionals will be able to send the registry
information out to both sites without having to
complete two separate forms. Currently, they can
easily copy information from one form to the
other, he says.

The goal is to have the web site, called Clinical-
Trials@Penn, open to the general public, and
when that happens it also will serve as a public
recruitment tool, Rifkind says.

“People in the Philadelphia area are familiar
with the university, and this will help them focus
their search for a clinical trial,” Rifkind says.

Another purpose behind the registry is to
make clinical trial information more available to
the general public in order to provide a meaning-
ful discussion of results, Rifkind says.

“It’s fundamental to the research purpose of
this university to disseminate the information we
gather from our research,” Rifkind says. “We are
very diligent in maintaining the ability to publish
results of research regardless of the source of the
sponsor, the funds, or the protocol.”

University officials have been introducing new
language in clinical trial agreements with indus-
try sponsors to allow them to register informa-
tion that would be found on ClinicalTrials.gov,
Rifkind says.

“That’s why we mimic the government registry
site, because our sponsors are comfortable and
familiar with what information is going on that
web site,” Rifkind says. 

“Of course, with Penn-sponsored research we
don’t have to get sponsors’ permission, but for
industry-sponsored research, sometimes sponsors
consider protocols and exclusion/inclusion criteria
and primary and secondary endpoints to be confi-
dential information,” he adds.

This is why agreements have language to
allow the institution’s use of certain information
on ClinicalTrials@Penn, he adds.

Once the information is put on
ClinicalTrials.gov, it is no longer confidential, so
the university is free to use the same data on its
own registry, he adds.

Rifkind, who spent eight years of his career at a
major pharmaceutical company, says he can see
why industry sponsors desire confidentiality over
clinical trials information, but he also understands
why the public and medical journal editors are
pushing for more transparency in research.

“I think it’s better to have more openness and
more transparency because in order to educate
consumers they need a better idea of what infor-
mation is out there, so they can self-educate,”
Rifkind says.

“Also, it helps the media and academia to dis-
seminate information about what is known about
a compound and class of compounds, if they
know what trials have been run,” Rifkind says.

For example, when people are considering par-
ticipation for a particular drug X that will be used
to treat one particular disease, they often do not
know that the same drug X had been used to treat
an entirely different disease, but was dropped
because of safety concerns, Rifkind says.

However, drug X is revived because it’s now
intended to treat a more dangerous disease and
its risk-benefits ratio is different, he explains.

With a clinical trials registry, potential partici-
pants in such a trial can more easily find out about
previous research on any given therapy, and this
will empower them to make a more educated deci-
sion about whether or not to participate.

“The informed consent can list all kinds of
things that might happen to you, and it can say,
‘And you might die,’” Rifkind says. “But if you
knew about an earlier study in which a number
of people who participated had died, then you
might take that information in the informed con-
sent a little more seriously.”

Eventually, the Penn registry will be comprehen-
sive. “Our goal is to have all clinical trials con-
ducted at Penn put on the registry,” Rifkind says.

The university used existing staff to design and
implement the registry, and at this time, there are
no ongoing data entry costs since the investiga-
tors and clinical trials staff put all of the informa-
tion into the on-line registry form, Rifkind says.

“I think it’s most accurate to say the data entry
responsibilities fall on existing personnel,” he
says.

Investigators and clinical trials professionals
easily accepted the registry since they already
completed the same information for the NLM’s
registry, Rifkind adds.

“Our only problem now is ensuring the infor-
mation is in a format that the layman will under-
stand,” Rifkind says.  ■
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Investigator training often
lacks practical info 
Investigator turnover means too little experience

Studies continue to show a high turnover rate
of investigators, which has resulted in a pat-

tern in which only 10% of investigators have sig-
nificant experience in clinical trials. Furthermore,
there was a 1,000% increase in complaints to the
FDA about investigators between 1998 and 2003.1

This translates into a need for improved train-
ing for new investigators and community prac-
tice physicians, who are recruited for clinical
trials.

The problem is that investigator training for
new scientists and community practice physi-
cians often lacks practical information and com-
mitment to helping them learn good clinical
practice (GCP), experts say.

“Possibly the biggest thing lacking in current
investigator programs is practical information,”
says Alicia Pouncey, Med, managing director of
Aureus Research Consultants of Metairie, LA

“[Educators] could use lessons learned from
scenarios within their own institutions,” Pouncey
suggests. “There are enough internal situations,
issues, and scenarios that provide a great
resource and application of the training.”

Training means the most to investigators when
it hits home, Pouncey adds.

Too often physicians who decide to become
investigators have little knowledge of research
regulations, GCP, and the required documenta-
tion, says J. Michael Dean, MD, MBA, a profes-
sor and vice chairman of the department of
pediatrics at the University of Utah School of
Medicine in Salt Lake City. Dean and Pouncey
spoke about investigator education at the 2006
Global Conference and Exhibition by the Associa-
tion of Clinical Research Professionals, which was
held April 28 - May 2, 2006, in Phoenix.

“How do you take a network of investigators
with highly variable skill levels and try to get
across some of the basics of the regulatory aspects
of clinical investigation,” Dean says. “At a univer-
sity, the task is very straightforward: you tell them
to get IRB approval, and they have to take such-
and-such training model.” But this approach will
only give them human subjects protection and
research ethics training, he says.

The details essential to GCP in research should
be provided as well, he adds.

Dean is involved with two networks of physi-
cians, and they receive four hours of a generic
discussion about different topics related to GCP,
Dean says.

“We’ve exposed them to two hours of educa-
tion on informed consent, which is a little bit
more detail than they might get from their web-
based training,” Dean says.

Even this approach has drawbacks, such as it’s
difficult to reach everyone who will be involved
in the research.

“The problem is you have investigators in the
network who go to steering committee meetings
and may have others to recruit for a study,” Dean
explains. “So getting the training across to that
wider audience is almost impossible.”

For instance, one physician investigator in a
network will come to training sessions and then
return home to share his information with five to
20 colleagues, Dean says.

“All of these people are going to be recruiting
patients, but most networks don’t have the
money to bring 250 physicians together for a
training session,” Dean explains “It’s the same
thing for research coordinators and assistants.”

Even convincing investigators that they need
training is difficult, he notes.

“The first thing is to convince physicians in a
network that there’s a knowledge gap there,”
Dean says. “Once you’ve convinced them, then
you have to put in an adequate budget in studies
to handle training sessions.”

NIH emphasizes the importance of investiga-
tor training in its NIH Roadmap for Medical
Research, which includes several goals and
strategies for improving education.

For example, the NIH has an interdisciplinary
research training initiative with the goal of pro-
viding interdisciplinary training to investigators
at all levels of their careers. Training programs
include institutional training grants, curriculum
development awards, and short training pro-
grams, according to the NIH Roadmap.

Also, the NIH Roadmap includes a focus on
clinical research workforce training, which will
address career development of clinical researchers
at multiple points. Its stated goal is to attract indi-
viduals to clinical research and to enhance the
careers of those already are engaged in research.

At the NIH Roadmap’s inception in 2004, NIH
officials said the future of research will be increas-
ing numbers of clinical trials conducted in commu-
nities and away from large urban medical centers,
so investigator training is a critical issue.
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Buy-in, training key to making things work

In order for community physicians to partici-
pate more in research, they’ll need more informa-
tion about clinical trials, and the training needs to
be simple and applicable to their particular set-
ting, Pouncey says.

“The community physicians are very busy
being community-based physicians, and their
first priority is not clinical trials,” Pouncey says.
“So we need to increase our efforts with commu-
nity-based physicians, going back to the practical
application of GCP training.”

For instance, training for community physi-
cians should take clinical trial work and translate
it to their everyday practice, Pouncey says.

“What are the responsibilities of the investiga-
tors, and how can they contribute?” Pouncey
says. “We need to provide them with support
structure staff.”

For example, community physicians often can-
not afford to hire trained research staff to support
their work in a clinical trial, so that support staff
should be made available by the sponsor,
Pouncey says.

“That’s a practice that has fallen out of favor,
and certain sponsors do it and others don’t,”
Pouncey says. “The idea is to provide an investiga-
tor with salary or part of a salary to pay for staff.”

Staffing with community-based physicians is
something that needs to be addressed because the
training issue is about more than providing
knowledge, Pouncey adds.

Investigator and clinical trials staff education
can be ongoing through monitoring and feed-
back, Pouncey says.

For instance, an institution could use a “report
card” to provide feedback to investigators about
enrollment success, deviations to the protocol,
and site performance, Pouncey says.

“I’m a huge fan of that approach,” Pouncey
says. “It’s a great mechanism, and it generates an
atmosphere of cordial competition.”

Likewise, positive reinforcement would be
more useful than the current system of providing
negative checks and balances through regulatory
warning letters, Pouncey says.

“We’ve set up an almost penal environment
where we publish the Food and Drug Adminis-
tration’s warning letters and talk about noncom-
pliant investigators,” Pouncey says. “I’d much
rather have us reward investigators who do it
correctly, even giving them additional budget
fees.”

Current clinical trial budget practices rarely
include rewards for quality, Pouncey notes.

“At the end of the day, sponsors benefit
because they have quality data,” she adds. “But
there’s no system in place to reward those investi-
gators who are doing things correctly.”

Instead of spending millions on audits and
monitoring visits, the clinical trial industry
should spend more time on educating and
rewarding those who do a good job on studies,
Pouncey says.

Pouncey is asked occasionally by investigators
whether their undergoing certification would
make a difference in their clinical trial contracts
and reimbursement.

“I like to think it would, but I’m not aware that
it would make a difference,” Pouncey says.

It’s possible the current trend of shortages of
investigators and trial volunteers could lead to
major changes in how clinical trials are monitored
and funded, but, so far, there are few improve-
ments, Pouncey notes.

The trend has increased competition for investi-
gators, but when sponsors have to get a project
completed, they sometimes are forced to look for
investigators who are not at the top pier, and this is
why more education is necessary, Pouncey adds.

Broad-ranged and generic curriculum is not
ideal, so the goal now is to provide training about
specific aspects of research, related to a specific
trial, Dean adds.

Training should occur before the investigator
and research coordinators begin the study, and
then the research coordinators should be given
additional training a month into the trial, Dean
suggests.

“With this approach, you would have fewer
inquiries and mistakes and phone calls,” Dean
says. “But most funding agencies don’t put that
kind of money up front into training, and the
training materials have to be very specific so you
won’t waste people’s time.”

There’s a learning curve in doing research, and
the institution that fails to pay for training up
front will end up paying for mistakes at the back
end, Dean says.

“That lesson applies to drug companies and
various sponsors of studies,” Dean says. “They
cut back on up-front training and think they’ll get
by, but then they end up paying for it later
through errors and problems.”

Practical education is training at a higher level,
Pouncey says. Training provides the basic educa-
tion and gives investigators a knowledge of some



skills, but practical education shows them how to
use what they’ve learned in the real life setting of
a clinical trial, she explains.

For example, teaching an investigator or clini-
cal trials professional how to conduct informed
consent can only be done adequately with hands-
on education or role-playing, she says.

“You have the physician take the staff and say,
‘This is the trial we’re conducting, so you consent
me to the study,’” Pouncey suggests. “Or do it
vice-versa, so both parties understand what their
informed consent responsibilities are.”

Physicians don’t start out as investigators with
the intention of being noncompliant, Pouncey says.
“But a large number of these individuals aren’t
aware of the information and responsibilities
they’ve signed up for,” she says.  ■
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Research or innovation? 
Document differences
Surgery lends itself to new therapies

The IRB process has become more prominent
and formal in recent years, and as a result of

that change there have been conflicts about the
IRB’s reach: Is everything that involves a new
treatment and outcomes measurements consid-
ered research and subject to IRB review?

Also, how should a medical and research insti-
tution handle surgical and other innovations?

“It’s a progressive thing — there’s a major dif-
ference between progressive innovation and
actual experimentation,” says Anthony Atala,
MD, W.H. Boyce professor and chairman of the
department of urology at Wake Forest University
in Winston-Salem, NC. Atala also is the director
of the Wake Forest Institute of Regenerative
Medicine.

Institutions often have problems drawing a line
between what’s research and what’s under the
jurisdiction of the IRB, and what may be innova-
tive therapy and what may be experimental, says
Susan Kornetsky, MPH, CIP, director of clinical
research compliance at Children’s Hospital of
Boston.

“Certainly, people who participate in research
may receive a therapeutic type of benefit, but

that’s not the reason overall why an investiga-
tor’s doing research,” Kornetsky says. “Innova-
tive therapy is a non-standard treatment
approach where the sole purpose is to enhance
the well-being of the individual patient.”

For instance, suppose a surgeon is operating
on a patient when a problem occurs and the best
possible solution might be to try a new surgical
technique, Atala says.

So the surgeon takes a chance and tries the
technique, discovering later that it worked very
well, and the patient had better than typical
results, he adds.

“That’s an innovative procedure, and then you
can actually test that procedure, and you do it by
informing patients of the procedure and you do
this in a systematic manner,” Atala says. “That’s
very different than sitting around the table and
saying, ‘I wonder if we did this procedure if it
would work better.’”

The planned approach is research, improvisa-
tion is innovative, Atala notes.

With the innovative approach, the surgeon will
want to make sure it’s validated by his peers and
that a consensus is reached that the new proce-
dure is beneficial, but at this point it’s still not
research, Atala says.

“You want to know it’s not just a fluke, so you
make sure there’s consensus among peers,” Atala
says. “When this process is far enough along that
you really do want to make it into a research pro-
tocol you can go through a formal process.”

However, there is a middle ground between
innovation without oversight and research that is
reviewed by an IRB. Some institutions, including
the Children’s Hospital of Boston, recognize and
are addressing the issue of providing limited
oversight to innovative therapies.

“The way we look at it here at Children’s Hos-
pital is that there is something we need to do to
protect the patients who are undergoing innova-
tion,” Kornetsky says.

Several years ago, a fetal surgeon arrived at the
hospital and wanted to start a fetal therapy pro-
gram. A debate ensued over whether fetal ther-
apy was research or innovation, or a combination
of each, she says.

“We took over a year to work with the surgical
department and surgeons to try to come to an
understanding of whether there was anything we
needed to do,” Kornetsky says.

“What we decided was that for innovative 
procedures where we’re out at the forefront and
don’t know the risks or if the risks potentially are
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significant, we want an oversight mechanism,”
Kornetsky says. “It’s a voluntary oversight and is
not under the jurisdiction of the IRB.”

This middle ground involves asking any physi-
cians who are planning an innovative procedure
to follow this simple process:

1. Write a summary: They are asked to write a
summary of the clinical situation, what they pro-
pose to do, and why they propose to do it, which
will shed some light on potential risks and bene-
fits, Kornetsky says.

2. Have peer review: “We ask them to have it
reviewed by two peers, who are uninvolved in this
particular case,” she says. “The purpose is for
someone not involved to look it over and say, ‘Yes,
this does make sense given the circumstances.’”

The peers could be from outside the institu-
tion, and they’re asked to write a brief summary,
noting that they have reviewed the proposal and
determined it to be reasonable, Kornetsky adds.

“Sometimes we see correspondence with some
suggestions, and sometimes they get feedback
they can incorporate,” Kornetsky says.

3. Enhance informed consent process: “In
thinking about the protection of patients, we ask
that there be an enhanced informed consent pro-
cess,” she notes. “What we suggest they do is
write out a consent document, as opposed to tak-
ing the hospital consent form and using that.”

It’s helpful to have this in writing so the
patient/family can take it home and reflect on
what it says, Kornetsky says.

4. Provide oversight: Department and division
chairs are responsible for approving the ther-
apy/procedure and for monitoring the outcome,
she says. Documentation of these actions is sub-
mitted to Kornetsky’s office.

“If they have used a written informed consent
document, we file a copy of what they used in the
office,” Kornetsky notes. “We are the institutional
record keeper that this process occurred.”

5. Discuss potential research protocols: Occa-
sionally, the IRB chair or Kornetsky will look
through these documents and see if the same
innovative procedure has been conducted two
times or more, she says.

“Then we’ll go back to the physician and say,
‘You’ve done this a couple of times, do you want
to think about submitting a research protocol
now?’” Kornetsky says. “This is a process that
might eventually encourage research.”

Not all innovative therapies lend themselves to
becoming research protocols, but if the therapy is
going to be done by more than one physician,

then it might be a good idea to set up a registry
where everyone involved can document informa-
tion about patients and their outcomes, Kornet-
sky suggests.

“We’ve had procedures here that were a phe-
nomenal success, and all over the country, other
physicians were doing it,” she says. 

For instance, one physician whose innovative
procedure quickly spread nationwide established
a registry and asked people who were doing the
procedure to collect information for the purpose
of publishing the results, Kornetsky recalls.

Since forming the voluntary oversight of inno-
vative therapies, the hospital’s experience has
been mixed: some physicians submit reports and
others don’t, Kornetsky says.

The hospital took about two years to introduce
the innovative process oversight and to achieve
buy-in with staff, and Kornetsky says she recom-
mends that other institutions considering making
this change also take their time with it.

“We were very sensitive culturally to get the
buy-in from the staff that would have to do this,
and we were very careful in writing the guide-
lines,” Kornetsky explains. “We want the innova-
tions, and we don’t want to interfere with the art
of surgery.”

The written guidelines are copyrighted, and
they begin with definitions of research and
surgery, as given by the President’s Commission
on the Protection of Human Subjects.

More detailed definitions follow in the guide-
lines, include this sentence about innovative ther-
apy, “Innovative therapy occurs when a practitioner
proposes to use a treatment, procedure or interven-
tion in a way that deviates from commonly
accepted practice in a clinical encounter.”

“The peer review part has gone over very well,
and no one has argued against it, especially when
they’re doing something so novel,” she adds.

With the enhanced informed consent, some
physicians have included written language that is
similar to what’s used in a research informed
consent document, and others are comfortable
using the language they already have in their
documents, Kornetsky says.

“This process makes people think about what
the next step should be and that serves a purpose
in itself,” Kornetsky says.

“This is a small step to try as a kind of over-
sight in the area of innovation,” Kornetsky adds.

Small steps may be the best policy, especially
when it comes to surgical procedures.

“Traditionally, the surgical suite is one area
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where for obvious reasons you have to impro-
vise,” Atala says. “Many times when you’re
doing constructive surgery, you really don’t
know what you’re going to be doing until you’re
in there.”

While a surgeon has a general idea of what to
expect, there are many surprises, Atala notes.

“As you progress through this process, all of a
sudden you have a new procedure,” Atala adds.
“So the question is, ‘How do you monitor those
small steps as they finally leap to new procedures
and new ways of doing things?’”  ■

UK clinical trial disaster:
One man still hospitalized 
Five of six subjects sent home by May

Two months after the clinical trial disaster that
sent six healthy volunteers into intensive care

and left one man still hospitalized by the end of
May, a British investigation found no apparent
errors or cause for the adverse events.

The Phase I trial involved a humanized agonis-
tic anti-CD28 monoclonal antibody, called
TGN1412, to treat cancer and autoimmune dis-
eases. TeGenero contracted with Parexel Interna-
tional of Boston, MA, which conducted the trial
at the Parexel unit of Northwick Park Hospital in
London.

Six young men were injected with TGN1412,
and two received a placebo. The six men who
received the study drug became seriously ill, with
inflammation, vomiting, severe pain, swollen
heads, and unconsciousness. The two men who
received the placebo were fine.

The sick men were transferred to critical care at
Northwick Park Hospital, where they received
organ support. By April 5, 2006, five of the men
had been discharged from the hospital, but one
remained.

British media reports say the man still hospital-
ized will spend six months in the hospital and has
suffered multiple organ failure, pneumonia, and
may possibly lose parts of his fingers and toes.1

The Medicines and Healthcare products Regu-
latory Agency (MHRA) of Great Britain, which
investigated the adverse events, issued an interim
report that found no evidence of problems in the
manufacturing of the product that was given to
trial participants.

“Subject to the completion of the outstanding
tests, MHRA takes the view that the adverse inci-
dents did not involve errors in the manufacturer
of TGN1412 or in its formulation, dilution or
administration to trial participants,” the MHRA
report concludes.

The report further states, “The MHRA there-
fore concludes that an unpredicted biological
action of the drug in humans is the most likely
cause of the adverse reactions in the trial partici-
pants.”

The MHRA also notes that the Secretary of
State for Health has agreed to establish a group of
leading international experts in the field to con-
sider what changes to clinical trials may be
required.

At the very least, there will be a greater focus
on informed consent publicly. The UK incident
provided the international media with yet
another opportunity to use the term “human
guinea pig” and to direct public attention to a
research disaster.

Norman M. Goldfarb wrote in the Journal of
Clinical Research Best Practices, about the informed
consent process in the TeGenero TGN1412 trial,
and he found examples of biased language and
trivialization of clinical trial participation.

For instance, the TGN1412 study’s subject
recruitment posting at www.drugtrial.co.uk
stated, “You’ll have plenty of time to read or
study or just relax—with digital TV, pool table,
videogames, DVD player, and now FREE Internet
access! You can even just catch up on some
sleep!”2,3 ■
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■ The art of making a site
attractive to sponsors 

■ Clinical trial industry shifts
to more challenging
compensation pattern

■ How do you make
informed consent warnings
about risk appropriate?

■ Improve descriptions of
study benefits

COMING IN FUTURE MONTHS
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1. A new study reports that research studies funded
by for-profit sponsors were more likely to report
positive findings than those funded by not-for-
profit sponsors. What were the percentages of
studies reporting evidence significantly favoring
newer treatments?

A. For-profits: 75%; not-for-profits: 39%
B. For-profits: 67.2%; not-for-profits: 49%
C. For-profits: 61.5%; not-for-profits: 52.1%
D. For-profits: 57%; not-for-profits: 42.3%

2. The National Library of Medicine’s clinical trials
registry web site had a 73% increase in the
number of registrants between May 20, 2005, and
Oct. 11, 2005. By mid-May 2006, the number of
trials registered numbered how many?

A. More than 55,000
B. Nearly 41,000
C. Nearly 30,000
D. More than 25,000

3. What was the percentage increase in complaints
to the FDA about investigators between 1998 and
2003?

A. 1,000%
B. 333%
C. 100%
D. 75%

4. When an institution begins to monitor innovative
therapy separately from research proposals, it’s
recommended they provide a form that can be
completed for voluntary peer review, experts say.
Which of the following would be a good field to
include on such a form?

A. Write a summary
B. Enhance informed consent process
C. Provide oversight
D. All of the above

Answers: 1. B;  2. C; 3. A; 4. D
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The CE/CME objectives for Clinical Trials
Administrator are to help physicians and 
nurses be able to:
• review pertinent regulatory mandates;
• develop practical clinical trial oversight

strategies;
• review best practices shared by facilities that

successfully conduct clinical trials.
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the provided references for further research, and
studying the questions at the end of the issue. 
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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
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