
UK clinical trial disaster highlights how
much the industry still doesn’t know
Six young men became deathly ill

The details from a phase I clinical trial in London, England, sound
more like a clinical trial going wrong after unapproved deviations
from the protocol than the worst case scenario after a trial has

been conducted, apparently, according to industry standards.
Six young and healthy male volunteers developed serious symptoms,

including inflammation, vomiting, severe pain, swollen heads, and
unconsciousness almost immediately after being injected with
TGN1412, a humanized agonistic anti-CD28 monoclonal antibody, cre-
ated by TeGenero AG of Wurzburg, Germany.

The men were administered the agent in the clinical trial unit at
Northwick Park Hospital in London. The phase I clinical trial was con-
ducted by Parexel International of Boston.

After the men displayed symptoms of a serious adverse event (SAE),
they were transferred to the hospital’s critical care unit. A week after the
incident, four of the six men had responded well to treatment, and they
were making a steady recovery, but two of the men remained in critical
condition and were continuing to receive organ support, according to
Northwick Park Hospital’s media update. (See early timeline and facts
of case, p. 52.)

“This event is a real tragedy in England, and we certainly hope the
six people who were harmed make full recovery,” says Greg Koski,
MD, a senior scientist with the Institute for Health Policy, Mas-
sachusetts General Hospital, Partners HealthCare System in Boston.
Koski also is an associate professor of anesthesia at Harvard Medical
School, and he is the former director of OHRP.

“This is much like a plane crash,” Koski says. “Even though we have
a system in place for trying to minimize risks and avoid these situations
and even if you have an effective air transportation system, it doesn’t
mean you’ll never have a plane crash.”

“It seems rather bizarre in this day and age of testing to have that
many immediate and severe reactions,” says Marc P. Cardinalli, JD, an
assistant general counsel and administrative code officer at the Univer-
sity of Nevada, Las Vegas.
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As news of the disaster crossed the Atlantic,
questions emerged about the way the study prod-
uct was investigated in animals, as well as why
the clinical trial team decided to test it simultane-
ously in the six volunteers.

“Six people were apparently given a compound
concurrently in a phase I setting, and that really

raised eyebrows for a number of people because I
think we all assume that in a phase I trial that is
intended to look fully at safety that the drug would
be given to one individual at a time,” Koski says.
“It should screen for SAEs sort of sequentially
rather than simply doing a shotgun approach.”

While parallel processing would improve effi-
ciency, it obviously opens the door for this kind of
disaster, Koski adds.

“My suspicion is that every IRB or ethics com-
mittee more or less assumes the sequential model
will be followed, but that point is not addressed
in the regulations,” Koski says. “There’s nothing
that says you can’t do six at once.”

The clinical trial’s concurrent design was sur-
prising, says Anthony T. Dren, PhD, a consulting
professor at the Duke University School of Nurs-
ing in Durham, NC.

“When I was in the clinical trial industry, we
would take nine volunteers and start off with
three, putting two on the study drug and one on
a placebo, and they would get the drug first,”
Dren explains. “Then a week later the other six
people, with four on the study drug and two on a
placebo, would get their first dose, and the origi-
nal three people would get a second dose.”

Still, it’s not unusual for a clinical trial to put
all participants on the study drug at the same
time, notes George “Trey” Turner, III, RPh, MA,
RAC, an assistant clinical professor in the Clinical
Research Management Program at Duke Univer-
sity School of Nursing.

“We’ve done phase I studies with cohorts of
eight,” Turner says. “To do that you need to have
early animal studies that had very low toxicity,
and from the information I’ve seen about this
particular study, it looks like the information the
drug company had did not demonstrate any toxi-
cities.”

Given these facts, the study design would not
be improper, Turner says. “But clearly that proba-
bly is going to change and probably more so in
Europe than here.” 

Media reports during the week after the inci-
dent said that German officials had already said
that phase I trials could not begin all volunteers
on the study compound concurrently.

TeGenero in a question and answer news
release said that two monkeys in pre-clinical tests
experienced a transient increase in the size of
lymph nodes, which was possibly due to the way
in which TGN1412 works on the immune system.
Company officials called this a mode of action of
the drug rather than a drug-related side effect,
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and they noted that this is entirely different from
the symptoms seen in the volunteers.

TGN1412 also had been tested on rabbits, and
there were no drug-related side effects and no
drug-related deaths despite scientists administer-
ing doses up to 500 times the dose used in the
phase I clinical trial, the TeGenero media release
said.

Also, the informed consent included informa-
tion about the small chance of temporary
swelling as the drug worked on the immune sys-
tem, according to TeGenero officials.

Until the investigations are complete and a cause
for the SAEs is found, researchers can only specu-
late on what went wrong in the clinical trial. But
the way the compound harmed all of the volun-
teers, and so quickly despite animal studies indi-
cating low risk, shows that changes need to be
made in pre-clinical research involving monoclonal
antibody agents, Turner and Dren say.

“My guess is there’s probably something about
producing monoclonal antibodies that is not a
good science yet,” Turner says. “It’s easy to have
contamination and have a product that is differ-
ent from what was done with the earlier animal
studies.”

It’s possible the pharmaceutical company
shifted its manufacturing to a different location
and may have produced a product in the new
manufacturing process for use in the clinical
study and that was different than the product
produced earlier and used in the animal study,
Turner says.

“The monoclonal antibodies are designed to
interact with a certain receptor in the human sys-
tem, and there may not be an equivalent receptor
model in animals to test against,” Turner says.

A potential solution would be to create trans-
genic animals to have some human responses,
Turner says. “It will need better pre-clinical mod-
els,” he says.

Still, it’s too early to determine what went
wrong, and there will have to be a close examina-
tion of both the manufacturing and some of the
research data used to bring this drug to the clini-
cal trial phase, Dren says. “I hope everyone will
release the results of the investigation so we can
learn from this experience,” Dren says.

It may be some time before the clinical trial
industry experiences fallout from this incident,
but it’s possible the repercussions will be mini-
mal in the United States, where there has been
close review of phase I studies for years, Turner
says.

“The FDA has more say over phase I studies in
this country than the MHRA does in the United
Kingdom,” Turner says. “There was a time in the
UK where phase I studies using normal healthy
volunteers could be conducted without submit-
ting significant information to the regulatory
agency.”

In the United States, researchers have to sub-
mit full IND reports, background literature
searches, and other details, he says.

Also, the history of phase I research has shown
that these studies typically have low incidences
of SAEs, Turner notes.

“Typically what you do is push the dose on the
phase I study until you get some minor toxicities,
and then at that point you simply stop the stud-
ies,” Turner says.

The international media coverage of the inci-
dent highlights the way clinical trial research is
set back each time a research accident occurs. 
For instance, one Agence France-Presse article
referred to the six volunteers as human guinea
pigs on three separate references. An MSNBC
commentary by Arthur Caplan, PhD, questioned
the wisdom of having a clinical trial industry
dominated by for-profit clinical trial companies
and called for Congress and other regulatory
bodies to take a hard look at whether for-profit
businesses and their sponsors are putting the
safety and welfare of subjects first.

From a legal and regulatory perspective, it’s
likely the incident will result in some changes,
Cardinalli says. (See story on previous research
problems and regulatory responses, p. 53.)
“Given the litigious nature increasing in these
sort of studies, I would not be surprised to see
lobbying by the industry to limit liability,” Cardi-
nalli says. “But it’s not something I would sup-
port.” Also, it’s possible that testing in animals
will be made considerably more rigorous as a
result of this event, Cardinalli predicts. “Further, I
believe our own HHS needs to make an immedi-
ate determination if this is an aberration.” 

Koski, Dren, and Turner say they doubt the
disaster will have a chilling effect on recruitment
for phase I trials.

“Just because there’s a plane crash in Omaha
doesn’t mean there won’t be people flying
around the world,” Koski says. “It does mean we
engage in a robust process so volunteers really
understand what they’re getting into with these
phase I trials.”

The incident was such a rare event that it prob-
ably won’t have the impact on the clinical trial
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industry that it appears to have at first glance,
Dren says. “In fact there have been a variety of
clinical study sites with adverse events that have
occurred, and those have not had an impact in
today’s world,” Dren says. “There have been
seizures, serious rashes, and a number of events
in phase I studies, and they haven’t affected
recruitment of volunteers at all.”

One reason the impact on recruitment likely

will be minimal is because in the United States a
lot of the people who enroll in phase I studies are
professional drug research subjects, Turner notes.

“A lot of them do this for a living, and they’ve
gotten pretty savvy about what they’re willing to
volunteer for and what not, according to safety
concerns,” Turner says. “It’s a better guard against
higher risk level studies to have professional sub-
jects review the material.”
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The development of a humanized agonistic anti-CD28
monoclonal antibody TGN1412 followed the standard
trajectory until the very first clinical trial began and disaster
struck. Here’s a timeline of what happened through the
first 10 days after the phase I clinical trial began:
March 11, 2005: TeGenero AG of Wurzburg, Germany,
which was founded in 2000, announced that its
monoclonal antibody TGN1412, which was in late-stage
pre-clinical development, had received designation as an
orphan medicinal product from the European Medicines
Agency (EMEA) for the treatment of B-cell Chronic
Lymphocytic Leukaemia, B-CLL. The EMEA orphan drug
designation entitled TeGenero to exclusive marketing rights
in the EU on TGN1412 for 10 years following marketing
approval, and it entitled the company to protocol
assistance by EMEA in order to optimize TeGenero’s drug
development strategy. TGN1412 also was being developed
for the treatment of autoimmune diseases, including
rheumatoid arthritis.
March 13, 2006: Parexel International Corp. of Boston
enrolled eight young, healthy men in London in the first
phase of the TGN1412 study, and at 8 a.m. gave the six
men an injection of the drug and two men a placebo. The
clinical trial unit was located on the Northwick Park
Hospital campus in London. The six men who received
TGN1412 fell immediately ill, suffering from an
inflammatory response that affected some organs in their
bodies. After emergency treatment, they were admitted to
the critical care unit at Northwick Park Hospital.
March 14, 2006: The Medicines and Healthcare products
Regulatory Agency (MHRA) suspended the TGN1412
phase I clinical trial and notified other European regulatory
bodies. MHRA announced the agency would be sending
inspectors to the Parexel medical research unit to start
investigations, and the MHRA began to work with the
North West London Strategic Health Authority, Department
of Health and Metropolitan Police.
March 15, 2006: TeGenero’s chief scientific officer Dr.
Thomas Hanke issued a statement that read, in part, “The
drug was developed in accordance with all regulatory and

clinical guidelines and standards. In pre-clinical studies,
TGN1412 had been shown to be safe and the reactions
which occurred in these volunteers were completely
unexpected.”
March 18, 2006: Northwick Park Hospital announced that
the six patients continued to receive anti-inflammatory
treatment, and two patients had improved sufficiently to
stop receiving organ support. They remained in high
dependency care and under the supervision of the critical
care team.
March 19, 2006: TeGenero issued a question and answer
media release about the incident, explaining in detail the
mode of action of TGN1412: “TGN1412 binds to a
molecule called CD28. The molecule CD28 is present on
the cell surface of T lymphocytes. T lymphocyte is a
subgroup of white blood cells. Laboratory tests have
shown that TGN1412 is a CD28 ‘agonist.’ Being a CD28
agonist means that TGN1412 stimulates the physiological
function of CD28 causing more T cells to be created.”
March 20, 2006: Northwick Park Hospital reported that
four of the six patients were making a steady recovery, and
they had been removed from artificial organ support. The
other two men remained in a critical condition, under
sedation while receiving organ support.
March 21, 2006: The four men who were making a steady
recovery were moved to a different area in the hospital,
where they continued to receive specialist care and
observation. They were able to get out of bed, have normal
meals, and spend time with relatives, according to
Northwick Park Hospital.
March 22, 2006: Northwick Park Hospital reported that
while the four men in recovery were continuing to gain
strength, the remaining the two other men are still in a
critical condition and had to remain under sedation for
their own comfort while they received organ support.
March 23, 2006: Northwick Park Hospital reported that the
four men in recovery were growing stronger and more
mobile. The other two men remained in critical condition
but had made a sustained improvement. Organ support
was reduced for one of the patients.

Timeline for the UK clinical trial disaster 
Drug study uneventful until March 13



The other reason it might not have a major
impact on the industry is because this is a very
rare problem with phase I studies, Turner adds.

“But if they cannot define a reason or problem
that caused this outcome, then it might result in
some second thoughts, second guessing,” Turner
says.  ■

Previous trial disasters
resulted in major changes
Gelsinger case is one example

The rare times when serious injuries and
deaths occur during clinical trials typically

have a long-lasting impact on research institu-
tions’ policies and, sometimes, on governmental
regulations, particularly when lawsuits are
involved, experts say.

“Everyone is taking a closer look at research
because there’s more at stake on all sides,” says
Jerry Menikoff, MD, JD, an associate professor of
law, ethics, and medicine at the University of
Kansas, department of history and philosophy of
medicine, in Kansas City, KS. Menikoff is a co-
author of the book The Ethics and Regulation of
Research with Human Subjects, published in 2005
by LexusNexus. He’s also written a book that will
be published later this year by Oxford Press,
titled What the Doctor Didn’t Say: The Hidden Truth
About Medical Research.

Each time the international media publishes
reports about a research tragedy, more attention
is paid to best practices, and the latest incident
involving the six United Kingdom volunteers
who became critically ill after their first injection
of a phase I compound called TGN1412, created
by TeGenero AG of Wurzburg, Germany, proves
the point.

In this case, the research industry already is
discussing ways to obtain more accurate safety
information from pre-clinical testing and how to
change dosing practices during phase I studies.

Depending on the results of an investigation
into the trial’s serious adverse events (SAEs),
there may be modifications to rules, Menikoff
says. “But that would involve a careful analysis
of, one, what would be the costs — not just mon-
etary — of changes that would prevent this from
being repeated, and, two, how common this type
of event is.” 

At present, it’s difficult to say what will be
learned from the disastrous study and how it will
lead to changes in phase I studies, Menikoff notes.

It’s safe to assume that some changes will be
made to the front end of testing, however, says
Marc Cardinalli, JD, an assistant general counsel
at the University of Nevada, Las Vegas. “We need
to await the full story on the English studies,”
Cardinalli says. “And let’s hope some reason can
come out of it rather than an immediate reaction
that will serve little good.”

Historically, clinical trial problems have cre-
ated opportunities for plaintiff’s attorneys, as
well as for increased regulatory oversight.

For example, litigator Alan C. Milstein has
become nationally recognized for his high profile
lawsuits on the behalf of participants in clinical tri-
als. His most famous case involved a traditional
medical malpractice claim against the University of
Pennsylvania after study volunteer Jesse Gelsinger
died as a result of a gene therapy trial.

Media reports estimated the university settled
the case for between $5 million and $10 million.

“The Gelsinger case had a huge impact,” Car-
dinalli says. “There was a settlement of over one
million dollars to the federal government with
the University of Pennsylvania paying one-half
million and the Children’s Hospital paying one-
half million.”

Also the doctor researcher involved in the
study was banned from research for five years,
and the incident resulted in mandatory training
for all researchers, Cardinalli adds.

In recent years, the clinical trial field has
grown and become more legalized, Menikoff
says. “The role of research in our society has
changed,” Menikoff says. “We’re seeing more and
more growth in clinical trials, in particular, and
we’re seeing more people participating in
research studies.”

The growth has resulted in more attention
from regulators. For example, within the past 10
years, federal regulators have started to take
action against medical centers and shut down
noncompliant ones, Menikoff says.

Research studies as a niche field have grown
into funding sources with millions of dollars at
stake, and the biggest problem from the perspec-
tive of pharmaceutical companies has been the
human subjects research side of the equation, he
says.

“Imagine a big pipe with water in it and there
usually is one place where things get clogged and
slow down,” Menikoff says. “Well, in many cases
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the human subjects research is the narrowest 
section of the pipeline.”

Clinical trials are where the process slows down
and where it takes more time and effort, he adds.

Each study accident contributes to the slow
down, but also brings about necessary changes
that provide greater protection to the volunteers
involved in research.

“Informed consent was brought about by legal
challenges and court developments,” Menikoff
says. “To some extent, it’s certainly a recognized
theme that a lot of protections accorded patients
came from lawsuits.”

The Maryland Court’s decision in Grimes v.
Kennedy Krieger Institute of 2001 is expected to
have a long-term impact on informed consent
and studies involving children.

“The court held that a parent may not consent
to painful or harmful research that has no thera-
peutic benefit to the child,” Cardinalli says. “The
Grimes case was an extreme example, involving
lead paint, and the opinion in the appellate court
has encouraged the federal government to enact
stricter regulations.”

The case also has had a big impact in awaken-
ing federal regulators and university research
protection offices to the need for additional over-
sight, Cardinalli notes.

The Grimes case involved young children in
Maryland who were enrolled in a Kennedy
Krieger study of the impact of various lead abate-
ment procedures, including some with only par-
tial modifications.

According to the Maryland Court’s judicial
review of 2001, the researchers went so far as to
ask the landlord of the lead-contaminated apart-
ments to give rental priority to families with
young children following the abatement inter-
ventions.

When the children, who came from poor fami-
lies, had increasing levels of lead in their blood at
study check ups, the parents became worried and
some eventually sued the research institute.

The Maryland Court ruled that the informed
consent was inadequate, saying, “There was no
complete and clear explanation in the consent
agreements signed by the parents of the children
that the research to be conducted was designed, 
at least in significant part, to measure the success 
of the abatement procedures by measuring the
extent to which the children’s blood was being 
contaminated. It can be argued that the researchers
intended that the children be canaries in the mines,
but never clearly told the parents.”

The court further said, “Moreover, in our view,
parents, whether improperly enticed by trinkets,
food stamps, money, or other items, have no more
right to intentionally and unnecessarily place 
children in potentially hazardous nontherapeutic
research surroundings, than do researchers. In such
cases, parental consent, no matter how informed is
insufficient.”

What the Maryland Court missed was the true
nature of the relationship between a researcher
and a research subject, Menikoff says.

“What the court misunderstood is it seemed to
think the whole point of the duty of the researcher
is supposed to be protecting the research subject,”
Menikoff says. “And that misses the point that the
researcher exposes the subject to risk for the benefit
of others.”

The key is to let subjects know what they’re
getting into, he says. “The Grimes court basically
was saying you can’t impose anything except a
minor risk on a kid when enrolling them in a
research study,” Menikoff says. “A lot of people
would say that’s inappropriate and too narrow a
rule.”

The bottom line is that people do many things
that involve their children in greater than minor
risk and society condones these activities,
Menikoff says.

What each new clinical trial problem brings 
to the table is a fresh look at the relationship
between researchers and research participants,
Menikoff says.

“Because the legal system didn’t pay attention
to this for a long time it hasn’t been well articu-
lated about what happens between a researcher
and a research subject,” Menikoff says.

On the state side there are tort laws that allow
people to sue if something bad happens to them,
but despite common misconceptions, the federal
common rule does not create rights for research
subjects, he says.

“In many areas the federal government will
pass rules and not give anyone a right to sue, and
that’s what happened in the research regula-
tions,” Menikoff says. “So the common rule does
impose responsibilities on researchers, but if the
researcher has screwed up, the person who is
harmed doesn’t have the right to go into federal
court and sue.”

Instead, lawsuits are brought in state courts,
using medical malpractice conventions.

“We’re at the start of a whole new era of recog-
nizing what the relationship is between doctor
researchers and patient subjects,” Menikoff says. ■
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Should staff education 
should be a major focus?
Cancer doctor describes teaching session

All clinical trial sites, including small sites in
physicians’ clinics, need to provide formal

education for clinical trial professionals, who are
the front-line ambassadors to the world of human
subjects research, an expert says.

“It’s the obligation of the clinical trial site to
educate them,” says James Atkins, MD, a princi-
pal investigator with the Southeast Cancer Con-
trol Consortium, which has a central office in
Winston-Salem, NC. 

Clinical research professionals also have an
obligation to educate themselves, using all of
their resources to expand their knowledge about
why clinical trials are important, Atkins says.

Atkins is in private practice at the Southeastern
Medical Oncology Center in Goldsboro, NC. He
received the National Cancer Institute’s Harry
Hynes Award for community clinical oncology
program research on March 9, 2006, at the Com-
munity Clinical Oncology Program and Research
Base Meeting in Washington, DC.

There are tangible benefits to educating clinical
trial staff, and it can take place in a three-hour
session, Atkins notes.

For example, Atkins recently spoke about clini-
cal trial research and education to a small group
that included a nurse who assisted a radiation
oncologist.

The nurse had been unable to enroll patients in
a clinical trial, but she didn’t realize the problem
was her own bias. Atkins says.

The woman thought of clinical trial partici-
pants as guinea pigs, so while she would talk
with patients about the trial, they were turned off
by the messenger, Atkins says.

“She’d been working at the radiation oncolo-
gist’s office for several months, and she had not
accrued one patient to the trial, he says.

“Whatever biases she had from her previous
existence were interfering with her ability to get
the clinical trial information across to the
patients,” Atkins explains.

After attending the educational session, the
same nurse returned to work and was able to
enroll several patients into the trial, “ Atkins says.

Atkins offers these tips on educating clinical
trial staff:

• Explain why we do clinical trials.
Explain to clinical trial staff why researchers

conduct clinical trials, Atkins says.
“What is the value? What’s in it for me, for the

patient, for the doctor?” Atkins says. “We try to
get people to understand the significance of
what’s going on and why it’s important.”

Clinical trial staff should be encouraged to sit
with physician investigators to listen to how they
describe a study to patients, Atkins says. “If they
don’t know what the doctor is telling patients,
they don’t know what to reinforce or to explain
or to put into their own words,” he explains.
“The clinical trial staff’s job also is to educate
patients.”

• Empower the research team.
Research is a team effort, so clinical trial pro-

fessionals need to know how to work with the
laboratory, the radiation therapy department, the
front office billing, chemotherapy, and all of the
different departments or staff who contribute to a
clinical trial, Atkins says.

In Atkins’ private practice there are five full-
time data managers, who are clinical research
professionals, Atkins says. “We have 160 people
enrolled on clinical trials each year and 1,000 in
follow-up in a small town of 32,000. We’re very
involved and strongly believe in clinical trials, so
it makes it easy when everyone is reading from
the same page of the hymnal.”

• Talk about the finances.
“We also talk about finances and how a

research site can break even,” Atkins says.
“You’re not going to make any money doing clin-
ical trial studies, but we don’t want to lose
money.” So explain to clinical trial staff how they
can contribute to a goal of breaking even, he sug-
gests.

• Discuss research and ethics.
Any educational session with clinical trial staff

needs to include a discussion of research ethics
and the history of ethical problems. The staff
should understand that ethical lapses can lead to
fraud and misconduct, as well as to greater risk
and harm to study volunteers, Atkins says. “Peo-
ple can make mistakes, and it is important we try
to be ethical and talk about those [past] prob-
lems.”

Likewise, trial education should cover the IRB
process and the IRB’s role in research. For most
cancer research studies, the IRB’s primary role is to
make certain the study is appropriate for the local
community in which participants live, and the IRB
will be less involved in the scientific value of the 
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Academics must meet
business in the middle
Expert offers guidance

Research institutions need to interact with
business and industry in a business-like way,

acknowledging the importance of that culture, an
economic development expert advises.

“This is not to suggest for a minute that we
should pretend like we are them or overlook that
we have different cultures and values to main-
tain,” says Mark Crowell, associate vice chancel-
lor for economic development and technology
transfer at the University of North Carolina at
Chapel Hill.

“The academic culture is pursuing knowledge
for the sake of knowledge, and the business cul-
ture is not based on openness, but rather on pro-
prietary information,” Crowell says. “So once you
acknowledge those differences then you need to
have good policies and practices to find common
ground and complete a deal.”

Academic research institutions might hear a
common complaint that they do not work with

industry very well, and this is pushing businesses
to do more work overseas, Crowell notes.

The reality is more complex. It’s not entirely
the university’s fault when a research deal turns
sour, but from the academic institution’s perspec-
tive, it’s important to have solid practices in place
that will allow the institution to move forward
efficiently and effectively in a research partner-
ship with industry, Crowell says.

“On the university’s side we need to have a
standard agreement that we can produce fairly
quickly,” Crowell advises. “Having this standard
agreement is the best way we can identify the
things that are important.”

For example, the UNC-Chapel Hill contract
says the university always maintains the right to
publish, Crowell says.

“Some companies say they don’t want you to
publish, and we communicate our intention to
publish right up front,” he adds.

“Another area is to have a clear and up-to-date
intellectual property [IP] policy so you can com-
municate to your partner how you would handle
ownership and licensing of any intellectual prop-
erty,” Crowell says. “I think everyone pretty
much wants the same thing, but they’re not
always quick to communicate it.”

clinical trial, because that has already been thor-
oughly reviewed by national cancer groups and
centers, Atkins says.

• Encourage a new way to view the disease
under study.

For cancer research and treatment, Atkins
encourages staff and patients to think of it from a
different perspective. “I try to make people think
outside the box a little bit,” Atkins says. “One
other thing we do with all of our patients is to
audiotape the patient’s very first visit. We’ve
been doing that for over 15 years because
patients won’t remember what you say.”

This same technique could be used during the
informed consent process of a clinical trial, but
Atkins’ data managers typically do not tape these
sessions, he notes.

At the first visit with a cancer patient, Atkins
will discuss the type of cancer they have, as well
as give them information about treatment. The
session may last more than an hour, and it would
be difficult for a patient and his or her spouse to
recall many details from the session without the
audiotape as a reminder.

“I taped a session for a pathologist patient,

who had lung cancer, and six months later his
wife called me to say, ‘Do you realize you said
such and such on the tape?’” Atkins recalls. “She
said, ‘I’ve listened to the tape four times, and that
was the first time I heard you say it.’”

This example shows how important the tape
could be even to patients who are very knowl-
edgeable about medicine, Atkins notes.

“One colleague who has breast cancer and is
active in patient advocacy says she remembers
her oncologist’s mouth moving up and down,
but not any words coming out,” Atkins says.
“The reason I started audiotaping is because
some patients would bring in an audiotape, and I
always felt like there was a lawyer outside the
door. Then I decided to give an audiotape to
patients as a gift to them.”

Although some lawyers will discourage doc-
tors from audiotaping sessions, Atkins says that
the discussions he has with patients are so rou-
tine that the audiotape will only help the patients
understand better and will prevent communica-
tion problems down the road. “I can justify the
words I use, but I can’t justify the words they
thought they heard.”  ■



It’s important to keep in mind that nuances
may exist in these policies, and flexibility is key
to working with businesses, he notes.

“One thing I try not to do is say to a company,
‘We have to own the IP, and any IP is ours forever
and we’re not interested in your different way of
handling that,’” Crowell says. “If we have a com-
pany coming in here to fund a clinical trial of a
drug, and the company has already done research
to discover and patent the drug and they come
here because they’d like our help to do an efficacy
trial of some type, such as a dosing trial, then if
they contract with us we’re willing to let the com-
pany own any dosing method on that patent.” 

On the other hand, if during the course of the
clinical trial it’s discovered that the drug, which
is being studied as an asthma drug, could also be
sued for a neurological disorder, then any patent
based on treating neurologic disorder belongs to
the research institution, Crowell adds.

“Ownership is a critical issue,” he says. “We
want to protect our right to revenue, but what we
really want to do regarding the discoveries our
faculty might make is to protect their right to con-
tinue to do that research no matter what direction
it might take.”

Once an institution gives up ownership, it
might be difficult to continue the research, Crow-
ell says.

Academic research sites also need to know the
culture of the particular industry with which they
form partnerships, Crowell says.

“Different industry sectors interact with uni-
versities in different ways,” Crowell says. “We’re
pharmaceutical, biotechnology and research
based, and companies in that sector tend to be a
bit more culturally understanding and accepting
of our role in IP ownership.”

Other industries may take the attitude that if
they don’t retain all ownership rights then they
are essentially paying for the research twice, he
notes.

The key is to look at each partnership deal’s
specific characteristics and to clearly communi-
cate the institution’s policies.

“We try to maintain a good, business-friendly
atmosphere,” Crowell says. “We interact cordially
and in a timely way, and we stick to the facts and
positions we’re advocating.”

When speaking with potential industry part-
ners, it’s important to identify the issues, point by
point, and to explain the position while being
open to the other party’s explanations of their
position, Crowell says.

“Hopefully, you’ll compromise and both of
you will feel it’s a win-win,” he adds.

If the industry partner requests an exemption
to a policy then there should be a process for con-
sidering this. At UNC, it’s Crowell’s job to man-
age the policy and implement any alterations to
it, but even he doesn’t have the authority to
waive ownership rights, because this matter can
only be approved by the president, he says.

“We tell companies that we generally won’t
waive ownership rights, although technically I
could take it to the president,” Crowell explains.
“Since it has to go with my recommendation, I
can think of few circumstances in which I would
do that.”

UNC’s policy says the university owns inven-
tions made by any research faculty when the
inventions are created while the person is on staff
and when it is related to the field of work for which
the faculty member was hired, Crowell says.

“In all cases the university will forever main-
tain the right to practice that invention in our
research lab,” Crowell adds. 

Two issues that sometimes become negotiation
stumbling blocks include the option period and
the use of an attorney.

A company might say they’d like a six-month
option period for licensing any patents related to
an invention, Crowell says.

“The company would like a lot of time before
making a decision, but we prefer it to not be a
long period because if the company doesn’t
license it then we can license it to someone else,”
he says. “This issue seldom becomes a deal killer,
but it does result in several rounds of back-and-
forth discussion to determine the time frame.”

When an invention is created, a company
sometimes will say that if the research institution
is going to license it and patent it, then the com-
pany wants its own patent lawyer involved,
Crowell says. “We say, ‘No, it has to be our attor-
ney.’”

A research institution needs to make certain the
patent is written in a way that gives the institution
the maximum value from a research standpoint,
whereas the company might have an incentive to
have it written more narrowly, Crowell says.

As a compromise to the attorney issue, UNC
will agree that if the company exercises its licens-
ing option then the institution will allow the 
company’s lawyer to review every draft and 
will instruct the university’s counsel to take all
reasonable input from the company’s counsel,
Crowell says. “That usually satisfies them.” 
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Research institutions also need to spell out all
conflict of interest policies, keeping these up to
date, and communicating these to industry part-
ners, Crowell says.

UNC’s policy is that sunlight is the best disin-
fectant, so all conflicts of interest or potential
ones are disclosed, Crowell says.

When there are significant conflicts of interest
are posed by potential industry sponsors of
research, then it will need to be reviewed by a
conflict of interest committee before the research
proceeds, he adds.

“We define a procedure by which our faculty
discloses through university channels any con-
flicts they have and any conflicts that involve
anything with significant financial interest,”
Crowell says.  ■

Put forward best foot in
clinical trial negotiations
Know budget details in advance

The reality is that it’s increasingly difficult to
make money on clinical trial research, so it’s

more important than ever that clinical trial sites
develop the skills necessary to negotiate a fair
and practical contract with sponsors, a clinical
trial expert advises.

“Times have changed,” says Linda Strause,
PhD, strategic research management consultant
and chair of the San Diego Hospice & Palliative
Care IRB. Strause also is an adjunct professor at
the University of California, San Diego.

“People are not making a lot of money on clini-
cal trials anymore, like some physicians did in
the early 1990s,” Strause says. “During those
times, independent clinical trial centers were
making enough money that physicians gave up
their medical practices to go into clinical research
full time.”

The concept of a site management organization
came into practice during the early 1990’s,
Strause says.

“Clearly, today, in major hospitals and institu-
tions you have to maintain fiscally solvent sites,”
Strause says. “You don’t want them to lose
money, and you don’t want money to become a
coercive or compromising issue either—it has
become a fine balance.”

The key is for a clinical trial site to know its

expenses in detail and to use this information
when negotiating a contract.

“I think sites are learning, but some need a lot
of work to understand the cost of doing clinical
trials,” Strause says. “It’s not just the procedures
they do, it’s the adverse event reporting, respond-
ing to data queries, etc., and they very often
underestimate the time, staff, and energy it takes
to run a clinical trial, so ultimately they will come
back and request more money.”

The more savvy sites know their own budgets
and adjust these according to changes in the clini-
cal trial environment.

“They learned from their mistakes,” Strause
says. “Someone sits down with the task of saying,
‘Where did I lose money?’ and the next time you
adjust appropriately.”

The key is to have the confidence to negotiate a
budget that might be higher than what the spon-
sor is hearing from competing sites, but what is
necessary for your own site to do this study well,
Strause says.

Sponsors may be a little behind on the true cost
of a particular clinical trail, but it’s necessary for
sites to admit that it just will cost more than the
sponsor has suggested, she adds.

“It comes back to communication and convey-
ing honestly what the issues are, including finan-
cial and legal issues,” Strause says. “Negotiation
is more of an art than a science: they know the
sponsor is coming in with his or her lowest pro-
posal, and the sponsor knows that some sites are
coming in with their highest.”

Strause offers these tips on improving the 
clinical trial negotiation process:

• Learn to work with sponsor’s contract 
template.

Most of the time, sponsors will send a template
to the research institution, Strause says. One disad-
vantage of using a template that can be changed
is the risk of a security breach, Strause notes.
“Yet, the advantage is it makes it much easier to
change formatting so that an agreement can meet
the needs of either party.” 

“Explore the opportunity to use technology to
track changes as a means to facilitate communica-
tion.” 

The electronic template works better than hav-
ing people write on hard copies, Strause adds.“
Try to adapt or revise the template to reflect the
specific needs of your institution.”

Sponsors should try to do that up front by
putting in specific requirements to reflect each
particular site as much as possible, Strause says.
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“As sponsors, we work with a given institution
or research site over and over again,” Strause
explains. “We know some of their requirements,
and it shows good faith in negotiation to include
the specific language requirements upfront; it
says to the site, ‘I respect your needs and under-
stand what you require.’”

For example, state laws vary, so each site’s
template should include language pertaining to
its state regulations, she notes.

• Work with a master service agreement
when feasible.

“Master service agreements are clearly a
trend,” Strause says. “It’s worth sitting down at
the table and hashing out all legal language and
making a master, so all you have to do is attach a
work order to the master agreement, and that
work order talks about the protocol and budget,
and that’s what is sent to the sites.”

Budgets are attached as an integral part of the
master service agreement. “From a site’s perspec-
tive, the budget is usually a team project with the
study coordinator, principal investigator, and also
a finance group,” Strause says.

• Put together a thorough budget.
Sponsors develop budgets primarily based on

the study procedure calendar, Strause says. They
look at what’s going to be done on every visit the
patient makes and prepare a visit-by-visit cost,
she explains. “Then sponsors put together a
whole budget based on a month or 12 months or
whatever time frame the protocol dictates. Sites
look more at the people and time,” she notes.
“They want to know how much time will my
nurse have to be with this patient and how much
time will the doctor have to be with this patient.”

Then sites add in the hard numbers, including
costs for procedures, and the overhead expenses.

“So we have to come together and reconcile
these two pathways,” Strause says. “And it’s not
always easy because the sponsor cares about how
much it will cost every time the patient comes
into the study, and the institution wants to know,
‘Do we have our overhead in there?’”

For instance, suppose a sponsor agrees to pay a
site $10,000 for each patient who goes through
the study, Strause says.

“Representing a sponsor company, I will sit at

my desk and wonder how that breaks out on a
visit-by-visit basis for every patient who is in the
study,” she explains. “The institution will say,
‘How does that work out on staffing time/over-
head?’”

“When it comes to budgets and details in the
contract, the sponsor is focused on the enrollment
of an eligible patient, that all the procedures
required by the protocol are done, and that qual-
ity data are received,” Strause says.

On the other hand, sites need to know their
own budget details so they can make certain they
are negotiating for a contract that will adequately
cover their costs, Strause says.

“It’s pretty simple,” she says. “If I’m a site, I
care about those things as well because that’s my
commitment to doing good clinical practice and
quality research.”

So while sites are focused on the costs pertain-
ing to physician’s and staff’s time, they need to
work with the sponsor to ensure that the visit-by-
visit budget covers their personnel time and
overhead, Strause says.

“The sponsor may not need to know the spe-
cific details reflecting a sites cost,” she says.

Strong communication is necessary to ensure
that a solid and fair budget is reached, Strause
adds.

“I worry that sites are paid too little,” Strause
says.

When Strause negotiates on behalf of sponsors
she will send out a minimum budget price as a
negotiation starting point, and she is skeptical of
sites that sign that immediately.

“If they sign off on it, I’m worried they’ll come
back to me later and say, ‘My costs aren’t cov-
ered,’ and then we have to amend the contract
and negotiate again,” Strause says.

“When sites come back to renegotiate their
budget and they have patients already enrolled in
a study, it’s very challenging for a sponsor,”
Strause says. “Now the sponsor has ethical issues
because many patients on the study have con-
sented for their own altruistic reasons; they have
given us this gift of participation, and now the
sponsor has to reach an agreement or the sponsor
is faced with transferring patients and closing
down the site.”  ■
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■ Innovation is one goal for
improving informed consent

■ Oversight of new therapies
could be hybrid of IRB

■ Best practices in informed
consent in tissue banking

■ You need to know more
about NIH’s CRpac program
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17. A phase I clinical trial in London, England, of
a monoclonal antibody resulted in what very
unusual problem in March?

A. Eight study volunteers died soon after being
administered the drug.

B. Six study volunteers became gravely ill with
inflammation and organ problems immedi-
ately after receiving an injection of the com-
pound.

C. One person died a week after being injected
with the drug.

D. The trial ended when one volunteer became
psychotic after receiving the drug.

18. The Maryland Court decided in 2001 in the
Grimes v. Kennedy Krieger Institute case
which of the following about research
informed consent?

A. Parents and researchers have no right to
intentionally and unnecessarily place children
in potentially hazardous nontherapeutic
research surroundings, and in such cases,
parental consent, no matter how informed is
insufficient.

B. Researchers need to obtain well informed
parental consent when there is a risk to chil-
dren who are to be used as study subjects.

C. Parents need to have an attorney advise
them about risks before signing an informed
consent document regarding subjecting their
children to a research study.

D. None of the above.

19. When research institutions form partnerships
with business or industry entities, it's impor-
tant to have policies that spell out the
research site’s policies regarding which of 
the following areas?

A. Intent to publish and conflict of interest
B. Ownership and licensing
C. Option period and use of an attorney
D. All of the above

20. A new trend in clinical trial agreements is the
use of which device?

A. Master service agreement
B. Protocol work order
C. Detailed study budget
D. Legal language dictionary

Answers: 17. B; 18. A; 19. D; 20. A

CE/CMEquestions

CE/CME Objectives / Instructions

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.

Physicians and nurses participate in this medi-
cal education program by reading the issue, using
the provided references for further research, and
studying the questions at the end of the issue. 

Participants should select what they believe to
be the correct answers, then refer to the list of
correct answers to test their knowledge. To clarify
confusion surrounding any questions answered
incorrectly, please consult the source material. 

After completing this activity at the end of each
semester, you must complete the evaluation form
provided and return it in the reply envelope provided
to receive a certificate of completion. When your
evaluation is received, a certificate will be mailed to
you. ■
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