
Reinvestment Act will spur more
research and produce more health data
Billions more going to research, medical centers

The American Recovery and Reinvestment Act, signed by President
Barack Obama on Feb. 17, 2009, will provide both short-term and
long-term benefits to the clinical trial industry.

In the short run, the act provides for billions of extra dollars to go
toward research through grants from the National Institutes of Health
(NIH) and the National Science Foundation.1

In the long run, it will lay the groundwork for a network of electronic
health records (EHRs) from health system to health system nationwide.

The act specifically provides $1.5 billion to health centers for con-
struction, renovation, equipment, and for the acquisition of health infor-
mation technology systems. Billions of more federal dollars also are
expected to help with implementing EHRs nationwide.

Researchers and experts who have studied best practices in imple-
menting EHRs and new technologies say the potential clinical trial ben-
efits from such a large federal undertaking are limitless. Electronic
health records will provide an information access that will facilitate
research in ways that are beyond what most investigators can envision,
says Nir Menachemi, PhD, MPH, an associate professor in the depart-
ment of health care organization and policy at the University of
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In this issue of Clinical Trials Administrator, we explore the challenges
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For example, some observers have suggested
that researchers with access to complete medical
records electronically might not need to conduct
clinical trials in some cases, Menachemi says. It
might work like this: researchers would have

unlimited clinical information longitudinally on
patients in a large population. The information
would detail outcomes for patients who received
one type of treatment versus another type.

“You could unlock lots of relationships to sub-
sequent outcomes and performance to interven-
tions in ways that would rival clinical trials,”
Menachemi says. “So I think that would open
new arms in the research world and perhaps in
the regulatory world.”

With such vast electronic data, the Food and
Drug Administration (FDA) could have informa-
tion about therapies almost in real time as a treat-
ment is diffused out in the population, he adds.

Such data also would allow researchers to
focus on individual populations, but on a much
larger scale than they can now, Menachemi says.

“We’d be able to have access to this informa-
tion that would at least give us a much better pic-
ture of expected outcomes, side effects, and that
sort of thing,” he adds.

Do it right or lose it 

A researcher who has used comprehensive
medical record databases in the United Kingdom
says there is great potential for researchers, but
only if the transition to EHRs is done properly
with the potential for translation from one health
care entity to the next.

“I strongly believe that given the research
potential of this data that if we don’t do it right in
the beginning, we’ll lose it,” says Richard
Tannen, MD, a professor of medicine at the Uni-
versity of Pennsylvania School of Medicine in
Philadelphia, PA.

“There need to be serious discussions right off
the bat about how to do this and how to do it
right,” Tannen adds. “And the only way that will
happen is for the federal government to empower
the kinds of groups that could really address this
issue and develop standards for what needs to be
done and how it needs to be done.”

If national standards are not developed, then
there would be a hodgepodge of medical records,
and the research advantages will be lost, Tannen
says. (See story on making the most of EHRs in
research, p. 39.)

Even comprehensive databases like the United
Kingdom’s have weaknesses that could be
avoided with a federal effort here, he notes.

“Ideally, we could do better than the UK
database,” Tannen says. “One weakness in the
UK database is that the data from the late 1980s
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to 2000 wasn’t linked to lab database, so any
studies that required useful lab data couldn’t be
done.”

The older UK database also is missing informa-
tion on blood pressure, weight, and smoking his-
tory, he adds.

One of the major challenges for transforming
and linking the nation’s health systems through
EHRs involves the security requirements neces-
sary to keep the data safe and confidential.

Experts who have dealt with privacy and con-
fidentiality issues in electronic research data say
this challenge of national electronic integration
cannot be underestimated.

“It’s not going to be easy to get there,” says
Philip A. Cola, MA, vice president of research
and technology at the University Hospitals Case
Medical Center in Cleveland, OH. “In our own
family of health care sites, we had to carry medi-
cal records from this facility to that one instead of
having a physician being able to look it up on his
computer. We’ve had to figure out ways not only
within our health system, but between health sys-
tems in Ohio for sites to communicate with each
other.”

The University Hospitals Case Medical Center
is one of 38 Clinical Translational Science Award
(CTSA) centers across the country.

“One of the goals is from an informatics stand-
point to get institutions to communicate with
each other through EHRs and through electronic
datasets for research,” Cola says. “So UH will
have to build a bridge locally with other hospitals
in town and other academic medical centers
across the country.”

Such infrastructure work will take time and
careful consideration about protections for pri-
vacy and confidentiality, he adds. (See story
about protecting privacy with EHRs, right.)

“What we’re doing within our health system in
principal would work on a larger scale,” Cola
says. Researchers who’ve conducted pilot studies
testing a new treatment among their own patient
population could have access to a large database
of potential trial participants from across the
country, he adds.

“If you’re someone in Pennsylvania, and you
have a type of condition, and doctors don’t
know what is the next best option for your treat-
ment, then you’d be excited to receive a phone
call from an investigator in Cleveland who says,
‘I have a protocol that could benefit you,’” Cola
says. “This is a good thing and I’m excited about
it.”

Reference

1. 111th Congress of the United States of America. Ameri-
can Recovery and Reinvestment Act of 2009. Available at
www.whitehouse.gov.  ■

Privacy, confidentiality a
challenge in using EHR 
‘This information isn’t easy to lock behind a door’

Once federal grants make their way to health
care systems for the purpose of transitioning

to electronic health records (EHRs), it might be
years or even a decade before these systems are
complete.

Research and health care institutions will need
to resolve several ethical and technological chal-
lenges during this long process. And one of the
major ones will be to ensure the data can be
accessed and transferred safely, maintaining
patient confidentiality, experts say.

“This is a really hot topic now,” says Philip A.
Cola, MA, vice president of research and technol-
ogy at the University Hospitals Case Medical
Center in Cleveland, OH.

The University Hospitals Case Medical Center
began implementing an EHR in 2005 and now is
about three-quarters of the way through with the
process, Cola says.

“Our goal is to have it fully implemented by
2010,” Cola adds.

When health care organizations implement
EHR they likely will need to replace several older
electronic systems, says Valerie Wiesbrock, MA,
manager of the IRB administration office at the
University Hospitals Case Medical Center.

“An institution might have electronic phar-
macy records, different clinical records, and dif-
ferent portals,” she adds.

Also, investigators will need to be sensitive to
transporting electronic information in a way that
risks its security, Wiesbrock says.

“We are constantly surprised to hear of inves-
tigators keeping thousands of records on their
[USB] drives and then carrying them back and
forth to their cars,” she explains. “We look at
that as the same as if you held records in a milk
crate and left them on the seat of your car.”

The health care system has a large information
technology team managing the process, and there
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also is a research focus group.
“We have investigators, research study coordi-

nators, and research administrators from across
the organization get together to talk about what
issues there will be to using EHR in terms of
research,” Cola explains.

“It’s very easy for investigators and study coor-
dinators to understand that if you’re given an
investigational drug treatment you have to protect
the subject from any risks related to the investiga-
tional drug,” Cola says. “But it’s very difficult to
understand the protections you have to put in
place around privacy and confidentiality.”

It helps if a research institution has existing
protocols and informed consent templates that
include privacy and confidentiality language, he
notes.

“In the old days, we’d say the records were kept
in locked filing cabinets in a locked room with
only limited access to investigators and study
coordinators,” Cola says. “But when we’re under-
taking a huge electronic health record project, this
information isn’t easy to lock behind a door.”

So sites have to update their policies and pro-
cedures, outlining specific details about who
might have access to the information and for
what type of reasons, he advises.

“You don’t want a physician investigator to
think he has access to these records for clinical
purposes and so he can just go in there with his
clinical credentials to mine the data for research
purposes,” Cola explains. “They can’t do that
without the IRB giving them protection and
advice.”

Policies regarding data security need to be
strong enough to protect EHRs from unautho-
rized access, but flexible enough to build bridges
between the clinical and research sides.

“We want to make sure we have built the right
stopping points or different approaches or meth-
ods of access to those records,” Cola says.

For example, access to the records for research
purposes cannot be made until the researcher has
obtained IRB approval and this is verified by
Wiesbrock.

Tips to protect electronic records

Cola and Wiesbrock offer these suggestions for
improving security and confidentiality with elec-
tronic health records:

• Don’t carry around any electronic data with
identifiers: “Don’t put health records or personal,
identifiable health information on a [USB] drive

and carry it around with you,” Cola advises.
“That’s what happened in February, 2008, with

a laptop at the National Institutes of Health,” he
says. “A few months later they issued reminders
and tips on how to handle these things.”

“Even if it’s your personal computer in the
office have it password protected in a number of
different ways,” Cola says.

• Apply random codes and de-identify indi-
vidual medical records: 

“We understand that identifiers are needed,”
Wiesbrock says. “But do we want to keep identi-
fiers for long-term follow-up purposes?”

Investigators could de-identify data and keep a
code list so if they carry their laptop to a confer-
ence they won’t have identifiable data on it,
Wiesbrock suggests.

“If your laptop is lost or exposed and if you
had removed identifiers and used a code, then
you will minimize risk and exposure,” she says.

One way to minimize risk is create a random
code to replace identifying information with
numbers, Wiesbrock says.

“You keep the code number and cut out the
identifiers,” she adds.”This is a manual process in
the sense that you have a dataset that’s identifi-
able and you’ve added a creative random num-
ber column to the dataset at the very beginning.”

Then you add that column to a complete
dataset with identifiable information that is
kept in a password-protected file, she explains.

“You hide all the columns with identifiers in
separate passwords, and this blocks people
from getting any of the identifier data,” Cola
says.

The de-identified spreadsheet contains the ran-
dom numbers, so an investigator could 
have a research assistant look up any one of those
random numbers to find a particular subject for
follow-up or other purposes, Wiesbrock says.

“It’s not a time-consuming process,” she adds.
“It can be done within five minutes.”

• Outline your data security plan to IRB: 
“It’s simple, easy,” Cola says. “You can 
describe what you did to the IRB in a protocol.”

At the University Hospitals Case Medical Cen-
ter, every time people write a protocol and has
access to electronic health information, they’re
asked to add a section to their protocol and, per-
haps, informed consent document, for the IRB
review and consider as part of their approval pro-
cess, Cola says.

They’re asked to address several main points,
he adds:
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— “Please justify the use of and access to elec-
tronic information,” Cola says. “Do you really
need it electronically? Or can you get the infor-
mation in hard copy?”

And if an investigator does really need the
information, does he need it with identifiers, and
can he justify its use? “It can’t be just for conve-
nience and ease of PI, Cola says.

— “Once you have that access, how will you
protect that information? What are you going to
do with it, and how will you protect it?” Cola
says.

“Our office of research compliance is responsi-
ble for a lot of this,” Wiesbrock says. “They
ensure that what the IRB said is being done, and
they report back that they’re maintaining that list
de-identified.”

If investigators don’t understand how to de-
identify information, they’re scheduled for one-
on-one or group educational sessions where they
can learn the basics on maintaining a spreadsheet
and de-identifying data, Wiesbrock adds.

— Who has access to electronic information and
for how long will they have that access, Cola says.

Access could be provided to research coordina-
tors, statisticians, in addition to principal investi-
gators, he adds.

The rules of The Health Insurance Portability
and Accountability Act of 1996

(HIPAA) Privacy Rule apply, and so it’s very
important to outline who has access to the infor-
mation, Wiesbrock says. (See story about estab-
lishing dataset limits, below.)

“Under HIPAA regulations, there is a business
association agreement that allows for that access
by Case people, and UH employees are part of
the covered entity under HIPAA,” Cola explains.

“There are items we make everyone put in a
protocol and consent form so the patient knows
what’s applicable,” Cola adds. “We won’t give
access to electronic systems for research until
those things have been reviewed and approved
by the IRB.”  ■

EHRs need dataset limits
built into electronic system
Don’t encourage fishing expeditions

There are inherent risks in creating large
databases of individual medical information,

and both regulations and industry leaders in elec-
tronic health records (EHRs) have tried to
address these in recent years.

EHRs potentially contain a great deal of infor-
mation that anyone who has the security pass-
word could access, says Philip A. Cola, MA, vice
president of research and technology at the Uni-
versity Hospitals Case Medical Center in Cleve-
land, OH.

Ideally, an EHR would be set up with security
stops in place that prevent someone who is
accessing the information for one specific pur-
pose from taking a look at unauthorized data, as
well, Cola says.

“Suppose we give a research assistant `X’ list of
all type 1 diabetic patients who have come into
our health system in the last year,” Cola says.
“Once they have that access, they might want to
look at glucose levels, so we make them promise
in the protocol that all they’re going to do is get
the glucose level information and not look up
other issues — unrelated to diabetes — involving
the patients.”

One potential security stop for this potential
privacy and access issue is to have someone mon-
itor the database records to see precisely what
type of information researchers and others
accessed, says Valerie Wiesbrock, MA, manager
of the IRB administration office at the University
Hospitals Case Medical Center.

“If they do look up things they shouldn’t in the
records, we can see after the fact where they
looked,” she explains.

This type of monitoring is required under
21CFR, part 11, Cola notes.

“You need to be able to trace who looked at
what, when, and where,” he says.

Another security measure is to have a big clini-
cal data repository that is replicated into a
research data repository that will have all kinds
of protections around research data, Cola says.

“You wouldn’t be able to get into this reposi-
tory without appropriate IRB approval, and as an
individual you wouldn’t be able to go in there
and look at whatever you want,” Cola says. 

“We don’t encourage fishing expeditions,”
Wiesbrock says. “We don’t encourage principal
investigators to say, ‘I have a cool idea; let me
look at everybody’s medical record in the entire
system.’”

A physician investigator could request to look
at his or her own surgery patients and their
recovery times as preparatory to research, but the
IRB would not approve letting a PI look over
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medical records for a variety of unclear, unde-
fined goals, she adds.

“We put those stops in to prevent them from
doing this,” Wiesbrock says. “You have to think it
through and submit your request to the IRB, and
they’ll approve it if everything is in line.”

This type of checks and balances protects confi-
dentiality of health records, and also protects
investigators from decisions that lead to poor
research method and design, Cola notes.

“If you just look at a bunch of data randomly
and try to find patterns in it, this is a very poor
way to do science and research,” Cola says. “We
are saying you have to protect subjects’ confiden-
tiality and privacy and it forces you to create a
better research design in doing so.”

Studies with better designs have more data
integrity which translates into greater potency in
the research publishing world.

Another stop gap for data mining involves
having PIs go through a third party to obtain the
desired information.

“You’d have to make a request to an informa-
tion technology person and say, ‘Here, I’ve got
my IRB approval; here are the variables I have,
and here’s what I need,’” he explains. “The IT
person would pull that data for you and give it to
you in the form of a report.”

This process prevents institutions from having
to rely on an honor system.

“We’re six to eight months away from doing it
at that level at our main campus,” Cola says. 

“We’re trying to prepare our investigators for
that future state,” he adds. “Investigators are
very excited that this information will be elec-
tronic, and so we have to build in these stops and
make it more efficient so they can get information
that’s appropriate.”  ■

Benefits of large databases
in comparing outcomes
‘We wanted to be ahead of the curve’

Researchers began six years ago to determine
whether use of a large primary care electronic

medical record database would yield valid results
regarding research questions. They found in a
new study that using a new analytical technique
does work well in making such databases useful.

“We decided to test this question because we

anticipated that there would be a growing num-
ber of large databases that would develop,” says
Richard Tannen, MD, a professor of medicine at
the University of Pennsylvania School of
Medicine in Philadelphia, PA.

“We wanted to be ahead of the curve, under-
standing the value of databases long before they
were broadly available,” Tannen adds.

As researchers try to use these databases, there
needs to be some proof that the answers are
valid, Tannen explains.

“There really are two primary issues that could
impair validity of results,” he says.

These are as follows:
1. Quality of data: “There is an issue with the

quality of the data and database which covers a
myriad of issues,” Tannen says.

2. Confounding bias: “There would be the
problem with any kind of study using observa-
tional data, and it’s a big problem with non-ran-
domized, controlled trials, the potential that there
would be unmeasured confounding bias influ-
encing the results,” Tannen says.

There are plenty of striking examples of con-
founding bias, he notes.

Perhaps the most notorious example is the
estrogen/progesterone studies of treatment for
post-menopausal women, Tannen says.

“Data that existed said if you treat women that
way you reduce the incidence of heart attacks,”
Tannen says. “But when randomized, controlled
trials finally were done, they found no evidence
of a decrease in heart attacks, and, initially, they
showed evidence that the treatment made heart
attacks more prevalent.”

When investigators went back and reviewed
data more carefully they found that the increase
in heart attacks affected women over age 70, and
the study had a large number of women over age
70, Tannen says.

“The analysis of that study in my judgment
should have been done much more carefully and
not frightened everyone in terms of that particu-
lar adverse effect,” Tannen says. “Nonetheless,
the study clearly showed there was no reduction
in heart attack risk with women treated with
estrogens/progesterones.”

Presumably, the observational studies found a
reduction in heart attack risk because of some
unmeasured bias, and this has been subject of a
great deal of debate, Tannen says.

As the United States shifts to electronic health
records with the potential or producing very
large databases, it is necessary to find methods
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for eliminating confounding bias.
This is what Tannen and co-investigators

sought to do with their study using a large British
medical database. (See story about lessons
learned from UK database, p. 44.)

“We tested something that was never tested
before in a rigorous way,” Tannen says. “We
couldn’t do it with standard observational 
studies.”

So investigators decided to use the large
database and try to replicate the design of previ-
ously-conducted, randomly-controlled trials, he
explains.

“We replicated everything we could replicate
aside from randomization and compared the
results to the results that occurred in a random-
ized controlled trial,” Tannen says. “We set out to
determine whether or not using such databases
and using standard analytical methods out there
would give valid results.”

The researchers found what they were looking
for when studying statin drug treatment and car-
diovascular risks.

“When we did that study we found indeed
that the replicated study or database study
showed a decrease in heart attacks like was
found in the randomized, controlled trial,” Tan-
nen explains. 

“It showed an apparent decrease in death like
found in the randomized, controlled trial,” he
adds. “But in striking contrast to the randomized,
controlled trial, the rate of coronary revascular-
ization — angioplasty or cardiac bypass surgery
— was dramatically higher in the group treated
with statins versus the group not treated with
statins.”

A mysterious outcome

This was an unexpected and inexplicable
result and investigators spend months puzzling
it out with clinical epidemiologists and bio-
statisticians.

“We knew by looking at our data that the indi-
viduals that got treated with statins in our
database study had a higher rate of revasculariza-
tion before they entered the study than the group
that didn’t get treated with statins,” Tannen says.
“Even when we did standard statistical measures
to try to correct for it, it didn’t correct the
results.”

They spent several more months working on
this dilemma.

“Then one day what should have been

patently obvious to us popped up, and it led to
development of a totally new way of analyzing
observational study data,” Tannen says.

The study wasn’t adjusted for events that
occurred before a person entered the study, he
says.

“We went back in time prior to the study,
which you can do with the database,” he
explains. “We knew how many events occurred
before the study started and how many occurred
after the study started.”

This approach led to the finding that the event
rate of coronary artery bypass surgery was not
lower or higher than it was for the group treated
with statins, Tannen says.

“It previously was twice as high,” he says. “So
this approach did not replicate, but was closer to
the results found in the randomized, controlled
trial.”

The findings led researchers to develop the
prior event rate ratio (PERR) adjustment to be
used to correct confounding bias in large
databases.

“When we applied that statistical technique to
adjust the data/results we obtained during the
study, it in fact modified the myocardial infarc-
tion results from both of those studies from ones
that were totally different from the randomized,
controlled trials,” Tannen says.

PERR also produced better results for the inci-
dence of coronary revascularization, he adds.

“It went from dramatically different to similar,
and it tended to make even the results with
stroke, some of which more divergent, more simi-
lar to the rate of randomized, controlled trials,”
Tannen says.

“The analysis with the PERR technique was
significantly different from standard statistical
results and similar to what was found in random-
ized, controlled trials,” he adds. “We believe in a
preliminary fashion that we have found a way of
potentially overcoming the biggest problem
that’s out there with the results of observational 
studies.”

Also, investigators have found that despite
some of the shortcomings of using electronic
medical record databases, these will work well as
a data source for these kinds of studies, Tannen
says.

“We’ve validated the fact that you could get
apparently valid answers using this data source
and using the new analytic technique,” he adds.
“That’s a pretty exciting, a ground-breaking dis-
covery.”  ■
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Critical components of
EHR database in the UK
All treatment data should be tracked

Physicians in the United Kingdom have been
using electronic medical records since the late

1980s, creating a large database that’s available
for research. An investigator in the United States
who has used this database in research says there
are a number of lessons Americans can learn from
the UK experience.

UK doctors were the ones who pushed for elec-
tronic health records (EHRs) because they found
it to be more efficient, says Richard Tannen, MD,
a professor of medicine at the University of Penn-
sylvania School of Medicine in Philadelphia, PA.

“When this started to happen more widely,
some people in the UK decided this information
could be coalesced into a large database that
would be useful for research purposes,” Tannen
says. “The database now has some characteristics
that I believe are crucial.”

For instance, the UK’s National Health System
requires that any providers other than primary
care doctors who treat patients must report their
findings to the patients’ primary care physicians,
Tannen explains.

“So when you go to a consultant that consul-
tant is obligated to send back to the primary care
doctor the results of his or her observation,” he
adds. “If a patient goes to the hospital then the
hospital must send the primary care doctor the
results of that encounter.”

This means that patient medical records cap-
ture all of the major health events that occur in
patients’ lives, Tannen says.

“It might have things coded wrong, but it’s all
in that record, and that’s very important when
you’re doing research looking at those out-
comes,” he says.

As the United States switches to universal
EHRs, it’s important that they be designed to cap-
ture everything, similarly to the UK model, Tan-
nen says.

“The second thing that makes the UK database
enormously powerful is the way prescriptions are
handled in the UK,” he says. “They have a central
group that dispenses prescriptions for everybody
in the health system.”

Virtually all prescriptions patients take over
any period of time are written by the primary

care physician, Tannen says.
“A consultant can write a prescription for a

week or two, but he can’t write for long-standing
medical needs,” he adds. “So, therefore, since the
primary care record is linked electronically to this
national prescription data, we have in the
database virtually every drug prescribed for
every patient.”

If the United States makes medical research a
priority then someone needs to establish stan-
dards and a mechanism for capturing medical
data for a universal database, he suggests.

“The British database we used had eight mil-
lion patients in it,” Tannen says. “Our estimates,
based on work we’ve done to date, is to have an
ideal-sized database in the U.S., you’d need about
50 million patients.”

Tannen and co-investigators developed a sense
of how many patients they could find who’d
meet entry criteria for randomized, controlled tri-
als when they used the UK database.

To achieve statistically meaningful results, they
needed more than a 5% sample, he adds.

“We needed five-to-six times that,” Tannen says. 
Other types of research also require large

databases, including these, Tannen says:
1. Monitoring adverse events (AEs): “When

you’re looking for adverse events with new
drugs, those events aren’t very frequent, so you
need a large database if you want to detect
whether there’s a sufficient number of events to
analyze in a meaningful way,” Tannen says. “Like
with Vioxx [rofecoxib] and Avandia [rosiglita-
zone], the diabetes drug, look at the number of
outcome events those observational studies had
— they were relatively few.”

So it takes a much larger cohort to make valid
analyses of AEs, he adds.

2. Analyzing subsets of populations: “One of
the potential powers of this is to look at whether
particular subsets of patients with particular
characteristics respond more effectively and are
more likely to have complications from a given
treatment,” Tannen says.

“You might look at different ages, different dis-
eases, gender, and a host of things,” he explains.

The UK database uses random code numbers
in place of identifying information, and it doesn’t
contain actual dates of birth — only years of
birth, he notes.

“And there are no racial characteristics,” Tan-
nen says. “It’s a political issue whether or not to
have racial characteristics.”

An argument for having the database include



racial characteristics is that people of different eth-
nic backgrounds may respond differently to vari-
ous therapies, and if investigators want to analyze
the response of people with different ethnic back-
grounds to a treatment, then they’ll need to see
data with racial characteristics, Tannen explains.

3. Post-marketing studies: “Unequivocally, a
national database will have enormous impact on
post-marketing studies and could in fact be the
way to do post-marketing studies,” Tannen says.

“Once a drug is on the market you could
examine its use for treatments other than what
the initial randomized, controlled trials were
designed to test,” Tannen says. “Then you could
get a lot of information that would help you do a
better design of a randomized, controlled trial.”

This data could inform the medical community
of new indications, adverse complications, and
other post-marketing issues, he adds.  ■

Nurse orientation program
creates continuity in training
Formal program ties together many loose ends

Before the University of Texas M.D. Anderson
Cancer Center in Houston, TX, began its com-

prehensive, centralized, clinical research (CR)
nurse orientation program in January, 2008, there
were dozens of CR sites handling training in their
own ways.

“We left it to the departments to orient research
nurses,” says Susan Frisbee-Hume, MS, RN,
AOCN, CCRC, program manager of research
education and regulatory management.

“Some did a fabulous job of training, and oth-
ers would hand research to nurses on day one
and leave it to nurses to figure out the job,” she
adds. “It could be frustrating for them.”

An estimated 95% of the nurses are new to
both research work and oncology, so there’s a
steep learning curve, Frisbee-Hume notes. “For
the research nurses, in addition to research train-
ing, the division of nursing provides a three-
week orientation and extensive introduction to
oncology including on-line modules,” she adds.

There were efforts to provide CR nurse orienta-
tion years earlier, but this training was limited
and provided no follow-up to nurses, who would
return to departments where they often wouldn’t
have preceptors assisting them, says Kristin

Bialobok, MSN, CCRA, RN, director of research
education and regulatory management.

“Then in 2007, we put together a proposal based
on satisfaction surveys, staffing turnover, and other
factors to look at what we could do to put a more
formal process in place,” Bialobok explains.

The program now has three educators who are
assigned to specific departments where they assist
with developing orientation programs for those CR
sites.

“We use a combination approach,” Frisbee-
Hume says. “We have classes that new research
nurses attend and we have educators and precep-
tors meet regularly with CR nurses to see what
progress they’re making and to see which gaps
we could fill in.”

The orientation program was developed with
input from a clinical research nurse committee,
which helped to write standard operating proce-
dures (SOPs) for orientation, she adds.

The SOPs are comprehensive and, also, specific
to the department’s needs, Bialobok says. “We
asked them to submit their SOPs to a subcommit-
tee so we could make sure all the necessary ele-
ments for training research nurses were there.”

Most of the SOPs are similar, but they are cus-
tomized to each department’s needs, she adds.

“That was part of the reason we have educators
assigned to departments so the educator can learn
how that department works and so the depart-
ment gets to know the educator,” Bialobok says.

“The SOPs include the assignment of a precep-
tor for each new nurse,” Frisbee-Hume says. “We
implemented a program to make sure preceptors
are trained in adult learning principles and are
aware of all learning resources available to them.”

M.D. Anderson has 34 different clinical depart-
ments involved in research, and they range in size
from having one research nurse to having a staff of
more than 30 nurses, Frisbee-Hume explains.

From September, 2008, to the end of February,
2009, the institution had oriented 41 new research
nurses. There were 87 new research nurses who
had gone through the program in all, Bialobok
says.

So having a preceptor model is the answer to
the challenge of providing an orientation pro-
gram that works well for everyone, she adds.

“We match departments with a preceptor who
understands that site’s disease process that
research nurses will need to learn,” Frisbee-Hume
says. “Most of the time the preceptor is a research
nurse who works in that department and is identi-
fied as being an expert in that department who can
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help the new person understand what needs to be
done.”

Educators provide the basic orientation informa-
tion through five half-day classes, Bialobok says.

“Last January we worked with a consultant
and revised existing classes, which were very
didactic,” she explains. “From feedback we found
that nurses weren’t getting the information they
needed on how to apply the information.”

The restructured educational sessions provide
more exercises and case studies.

Day by day curriculum 

The research nurse training classes include a
calendar that might look like this:

• Day 1: Research overview, federal regulations,
research ethics and the IRB, scientific integrity,
FDA inspections, investigational new drugs;

• Day 2: Informed consent overview, informed
consent for vulnerable populations, informed
consent process and documentation, conflict of
interest, intellectual property;

• Day 3: Protocol writing, tissue bank
overview, protocol review and approval,
overview of adverse events;

• Day 4: Adverse events, serious adverse
events, information security;

• Day 5: Lab procedures, investigational phar-
macy, audits, and overview.

Also, there are segments on introduction to clini-
cal trials, elements of a protocol, source documen-
tation, principal investigator overrides (waivers),
SOP for deviations/violations, and regulatory
binders.

The lectures are followed up with some hands-
on work.

For example, adverse events have to be
reported in a particular way, and nurses learn
how to do so from the lecture, Bialobok explains.

“We teach them how to document AEs, and
then on a different day we have them come back
and meet with a group and complete an AE
form,” she adds. 

“We want them to know how you identify
whether something is a serious adverse event
and what the common mistakes research nurses
make are,” she says. “They also talk about real
scenarios that nurses have in the clinic.”

The educator and manager meet for about an
hour with the research nurse every couple of
weeks for the first three months to make sure the
preceptor and new nurse are progressing as
expected, Bialobok says.

The orientation process lasts three to six
months, depending on how quickly the new
nurse learns the job, Frisbee-Hume says.

“The first month is spent in the classroom, and
the second and third months provide them with
increasing exposure to clinical trials,” she says.
“By the fifth month, they’re more independent,
but the preceptor is available to them for back-up
assistance.”

The orientation program has been incorpo-
rated into the research organization’s infrastruc-
ture, Bialobok says.

Although the program’s outcomes have not yet
been tabulated, anecdotal evidence suggests that
it has been successful, Frisbee-Hume says.

“We have gotten great feedback from supervi-
sors and preceptors, who feel much more sup-
ported in their efforts to get nurses up to speed,”
she adds.

One goal is to expand the orientation program
to research coordinators, Bialobok notes.

“We wanted to get our feet wet with nurses
first because we have such a large population of
them at M.D. Anderson,” Frisbee-Hume adds.
“But once we’re over the learning curve our next
goal is to expand the research orientation pro-
gram to coordinators.”

Coordinators can attend the nurse orientation
classes, but they are not provided receptors on a
formal basis, although some departments might
assign mentors, Bialobok says.

A side benefit of the orientation program is that it
provides an additional incentive for prospective
new hires by ensuring them they’ll have marketable
skills when they decide to leave the institution.

“The competition for nurses is fierce,” Frisbee-
Hume says. 

“Research nurses who come from M.D. Ander-
son and are able to do research and oncology are
appealing to other research institutions,”
Bialobok says. “So the fact that a lot of our nurses
have training in both of these areas makes them
ultra appealing to the outside.”  ■

A mode to improve QI
monitoring forms
Lacking IC form signatures is common finding

Research administrators often find that quality
improvement (QI) monitoring reports elicit
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complaints from investigators or many questions
about what the findings mean.

One research organization has worked to
improve monitoring reports to reduce these prob-
lems by listening to what investigators want to
read in such a report.

“We listened to feedback from principal inves-
tigators to make sure the reports and materials
we use are clearer,” says Anne Alberhasky, CIP,
education and compliance specialist in the
human subjects office at the University of Iowa in
Iowa City, IA.

“We’ve learned from our investigators that the
reports are long and the message in them was
getting lost,” Alberhasky explains. “So we moved
some things around and changed things, such as
moving our findings from the end of the reports
to the beginning of the reports.”

They made the findings brief and to the point,
she adds.

“We have three columns in the table, and one
is for the finding,” Alberhasky says. “Another
thing we learned from investigators is they want
to know the basis of the findings, and so we have
a column for policy reference, either university or
policy regulations.”

The column also refers to federal regulations,
so the investigator will know which regulation
the problem occurred in.

“The third column tells them what to do to fix
the problem,” Alberhasky says.

“We have set guidelines for some of the actions
investigators need to take to remedy the situa-
tion, and we’ve come up with a template for han-
dling them,” Alberhasky says. “We’ve changed it
from a wordy paragraph to a list of ‘First do this
and then do this.’”

Also, in most cases, PIs have to submit a modi-
fication plan, and compliance specialists find it
wasn’t accurately described, so this takes the
guess-work out of it, she adds.

Negative feedback about QI monitoring
reports have been greatly reduced since the form
was revised, Alberhasky notes.

“Also, the responses that come in have been
where they’ve done what they should do instead

of our having to go back and explain what needs
to be done,” Alberhasky says. “We haven’t gotten
as many complaints from investigators or con-
cerns about what they should do.”

The reports, which are done electronically,
range from four pages — for studies where there
are few problems and no noncompliance — to 21
pages for older studies with more problems to
report, she says.

The reports are sent as Microsoft Word attach-
ments via email.

“We email the report to the investigator, and he
responds through an on-line application system,”
Alberhasky says.

The entire monitoring report process is brief.
Investigators have two weeks to respond, and
most times they’ll answer well before the dead-
line, Alberhasky says.  ■
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CNE/CME Objectives / Instructions

The CNE/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 letter of credit. When your evaluation is
received, a letter of credit will be mailed to you. ■

■ Use of ePRO is
growing in CTs

■ Investigators offer
suggestions on
enrolling populations

■ Standardize IND
order sets

■ Studies show
benefits of EHRs, 
IT use

■ Improve budgeting
process

COMING IN FUTURE MONTHS
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13. Which of the following is a good policy/proce-
dure to follow when a research site uses elec-
tronic health record data in a study?
A. Advise investigators not to carry around
any electronic data with identifiers
B. Apply random codes and de-identify indi-
vidual medical records
C. Outline a research study’s data security
plan to IRB
D. All of the above

14. When investigators use large medical
databases in studies, which are the two pri-
mary issues that could impair validity of
results?
A. Security breaches and data quality
B. Methodological errors and confounding
bias 
C. Data quality and confounding bias
D. None of the above

15. Which of the following needs to be included in
a comprehensive research nurse orientation
program?
A. Research overview, federal regulations,
research ethics and the IRB, scientific
integrity, FDA inspections, investigational
new drugs
B. Informed consent overview, informed con-
sent for vulnerable populations, informed con-
sent process and documentation, conflict of
interest, intellectual property
C. Protocol writing, tissue bank overview, pro-
tocol review and approval, overview of
adverse events
D. All of the above

16. Large medical databases are important to have
for which of the following types of studies?
A. Phase I and Phase II clinical trials
B. Monitoring adverse events, analyzing sub-
sets of populations, and post marketing trials
C. Both A and B
D. None of the above

Answers: 13. D; 14. C; 15. D; 16. B. 
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