
Advance preparation is key to 
keeping clinical trials on track
Checklists are just one piece of the puzzle

Clinical trial coordinators can easily become overwhelmed by the
myriad tasks they must perform during the study’s duration. But
the key to keeping a drug or device trial or other research study

moving is to do as much advance preparation as possible, say experts.
“A coordinator’s role at the site is multifaceted. The investigator

relies on the study coordinator for all of the administrative aspects
and many of the clinical aspects of the trial,” explains Fred O. Smith,
MD, a clinical trials consultant who helps institutions design and
review study protocols. Smith is the co-author of two books, The
Physician Investigator Handbook and The Clinical Research Monitor
Handbook (both from Interpharm Press, 1997). “The logistics are at
least a third of the job. And if the logistics of the trial are not planned
prior to the first patient hitting the door, then the site will be behind
all of the time and it will really hurt the study.”

Well before enrollment begins, the coordinator must carefully
arrange all of the services to be provided to participants at the site,
and prepare an appropriate budget for the study.

“Many studies now involve the use of screening and diagnostic
tests such as electrocardiograms, blood draws, lab analysis of the
blood and other specimens taken, etc.” Smith explains. “How will the
specimen shipments be handled and what special requirements will
be needed? Who, locally at the site, will be performing the different
evaluation — the blood draws, EKGs, X-rays, etc. Where will the tests
be interpreted? How will be transported to a central site, etc?”

The coordinator must establish, in advance, who will perform
these services, how much that will cost, and where any specimens or
other materials will be stored.

“There may also be electronic data capturing going on at the site
that may require either the use of special computers or space on the
site’s computer system may need to be allocated,” Smith adds. 

Coordinators must try to think of every detail involved in conduct-
ing a clinical trial and plan how each facet of the operation will occur.

“For example, transportation of clinical specimens needs to be
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arranged. Many specimens need to be frozen and
contain dry ice during shipment. How will they
get that dry ice? All of these kinds of arrange-
ments need to be made by the study coordinator
well in advance of the first patient showing up.”

Taking the time to carefully prepare a sufficient
budget is also essential, adds Laurie Czaplewski,

RN, BSN, a clinical trial coordinator with the
Mayo Alliance for Clinical Trials in Rochester,
MN, and an ICU staff nurse with eight years’
experience.

“You have to review the study protocol care-
fully and develop a line-item budget that consists
of everything that will be used for the study,” she
emphasizes. “Items that often get overlooked are
office supplies, mailing supplies, office space, etc.”

Record keeping

The coordinator must also make advance
preparations for the amount of documentation
and recordkeeping required by the trial, adds
Chandra B. Louise, PhD, a pharmaceutical
industry consultant who, with Smith, teaches the
course, “Project Management for Clinical Trials”
at PTI-International Inc. in New York City.

The study coordinator is responsible for main-
taining all of the study documentation — particu-
larly the study protocol, investigator’s brochure,
and letters from the institutional review board
stating the necessary approvals.

“Documentation is everything,” Louise notes.
“The coordinator is responsible for collecting all
required documentation and forwarding it to the
study sponsor, while keeping copies for the site.”

In addition, the coordinator is responsible for
maintaining files on each study participant,
which contain the participant’s evaluations and
other study data. Each participant’s file will typi-
cally take up an individual three-ring binder,
Smith estimates.

“So, if you have a 53-participant site, you will
need to set aside 53 three-ring binders and deter-
mine how you will maintain them and store them
— both during the trial and afterward,” he notes.
“You have to determine where you will store 53
three-ring notebooks in a physician’s office. And
once the trial is over, the files need to be stored,
and arrangements need to be made for that as
well.”

Although it’s not mandatory that all of these
preparations be in place prior to enrollment,
experienced coordinators will ensure that all
logistics are in place ahead of time.

“You don’t have to have the whole plan up front,
but it is wise to do so,” he notes. “Aside from sav-
ing time later, you are doing your budgeting pro-
cess at this time. The budget is a matter of contract
— and that is another set of documentation that
must be maintained. The contracts between the
investigator and study sponsor involve the cost of
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the storage of materials. You need to know ahead
of time where you are going to store the stuff long-
term and how to budget for it.”

Many study sites have been burned by not calcu-
lating how expensive it will be to store an entire
roomful of papers for three to 10 years, Louise adds.

Making a plan for patient recruitment

One of the biggest challenges to conducting a
successful clinical trial is recruiting and keeping
enough participants, both Smith and Louise
advise. Almost every patient in the United States
who is eligible and willing to be a clinical trial
participant is already in one.

“There are not many naïve patients — that is
our slang term for someone who has never been
in a study,” says Smith. “There are not that many
unstudied clinical patients left. Our challenge is
to reach the uncommitted and convince them that
this is a good way to help others.”

It’s imperative that study coordinators both
design or help design good advertising and other
recruitment tools and consider ways to keep par-
ticipants interested once they agree to take part.

“A lot of clinical patients don’t want to partici-
pate because it takes a lot of time,” Louise notes.
“One of the things a lot of investigators try to do
is make it as easy as possible for patients to par-
ticipate and that is often another duty of the
study coordinator.”

If a participant must come in for a fasting
blood level test, then the office offers some food
after the check is over. Some sites have special
chairs in the waiting room, or designated parking
spaces close to the front door for study partici-
pants, Smith adds.

Coordinators must remember to get any recruit-
ment tool or advertisement approved by the IRB
and to keep a record of the approval, Czaplewski
says.

It is helpful, though not essential, to have the
recruitment tools approved by the IRB at the
same time as the study protocol, but this isn’t
always possible.

“Enrollment is often slower than expected,”
she admits. “It’s also important to be conserva-
tive when estimating the number of subjects the
site anticipates enrolling.”

Slow enrollment is the number one reason tri-
als are delayed or take longer than planned, and
that places enormous pressure on the coordina-
tor. The coordinator must both recruit enough
participants and ensure that proper informed

consent procedures are followed and no one is
unduly coerced, Louise says.

“It is unfortunate that a few sites succumb to
the pressure and may start enrolling people who
really do not meet the inclusion criteria or who
otherwise should not be participating,” Smith
adds. “The overwhelming majority of sites are
meticulous and honest And as a result, may fail
to enroll rapidly because they quite properly only
want those who are truly eligible to participate.”

One of the biggest challenges for study coordi-
nators is to refuse to enroll ineligible participants
when the pressure is on, Czaplewski says.

“When I first started coordinating trials, I had
people tell me, ‘Just go ahead and enroll the
patient’ when I knew the patient didn’t meet the
criteria,” she says. “Don’t get caught in that trap.
You need to do what is right no matter who tells
you otherwise. You have to remember the patient
comes first. Coordinators make all the difference
in the conduct of clinical trials.”

If other study staff will also be enrolling
patients, Czaplewski recommends making lami-
nated pocket cards with the inclusion criteria
printed on them. Study staff can use these as a
checklist when enrolling patients.

Once the study is under way, it is a coordina-
tor’s primary responsibility to ensure that any
adverse events experienced by the participants
are uncovered and properly reported, Smith adds.

“You have to find out whether they are getting
headaches, is there any abnormality that showed
up in one of the regular blood tests, or a change
in an echocardiogram,” he says. “Monitoring
patient safety is the primary concern of coordina-
tors during the later phases of the trial.”

Keep in touch with investigators

Once the study begins, it can be difficult to
maintain adequate communication with the
investigator, Czaplewski adds. Scheduling meet-
ings on a regular basis can help forestall any
problems.

“To use the meeting time most effectively, keep a
list with all of the issues that need to be discussed
with the investigator,” she says. “This time can also
be used to have the investigator sign all of the doc-
uments that need their signature.”

Reporting progress to the sponsor

During the course of the trial, the coordinator
must also be scrupulous about promptly recording

August 2003 / CLINICAL TRIALS ADMINISTRATOR 15



information and making the required reports back
to the study sponsor, Smith adds.

“The whole purpose of a clinical trial is to get
information about something, and that information
has to be recorded somewhere,” he states. “Today,

even in the electronic age, it is usually recorded on
paper somewhere. So the study coordinator has to
make sure that all of the case report forms and all of
the documents that record the results of the study
are up to date.”

This can be a very time-consuming task and it
is very easy to fall behind, he notes.

“There may be 20-30 pages of information per
patient per visit that must be recorded,” he notes.
“If you don’t record it promptly, it is very hard to
bring that up from memory later.”

Most coordinators also have to file weekly
reports with the sponsor, which can present a
whole new set of challenges.

“Throughout the course of the study and at the
end, the site is filing reports to the sponsor,” Smith
explains. “But the sponsor may find inconsistencies
in the data — like a birth date that is inconsistent
with the reported age of a participant. When that
happens, the sponsor generates a query and the
site has to answer the query with the corrected
information and keep track of all of those docu-
ments also. That can be a fairly big job to do, keep-
ing track of all the queries and corrections.”

Sometimes, site coordinators find themselves
facing a slew of queries through not fault of their
own, he adds. 

“Sometimes the forms or questionnaires the
sponsor uses are ambiguously worded. The coor-
dinator may in good faith put down a series of
answers that were not really what the sponsor
was looking for, and then a whole dialogue
ensues as to what they really meant by the ques-
tions, etc.,” he explains.

This situation can sometimes be avoided, how-
ever, if the coordinators are proactive about con-
tacting sponsors and asking questions about
unclear wording of the case report forms, etc.,
says Czaplewski.

“It’s important to carefully review the instruc-
tions for filling out the case report forms,” she
adds. “If you have any questions, contact the
sponsor or CRO [contract research organization]
for clarification.”

Study coordinators often find themselves in sort
of a Catch-22 situation, with the more participants
enrolled leading to even more paperwork that
becomes more and more difficult to keep up with.

“You have to take the time to stay on top of
things,” Smith advises. “You will find that even
the best sites have to stop enrolling for a time to
allow the coordinator to catch up with the paper-
work, unless they hire more study coordinators.”

Don’t be afraid to alert the sponsor if things are
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Seven tips for managing 
a clinical trial

The main role of a study coordinator is to act as
a patient advocate, yet still maintain the

integrity and progress of the trial, says Laurie
Czaplewski, RN, BSN, clinical trial coordinator
with the Mayo Alliance for Clinical Trials in
Rochester, MN.

Here are Czaplewski’s seven key strategies for
successfully managing a trial:

1. Know the protocol. Read the protocol over
several times until you have an excellent under-
standing of it. Make notes as you read, if neces-
sary, and flag certain areas for quick reference.

2. Know the regulations that govern clinical
research and good clinical practice. It is crucial
that all individuals involved in research adhere to
the Code of Federal Regulations (CFR) and Good
Clinical Practice (GCP) Guidelines. Handbooks,
which every coordinator should have access to,
are available for easy and quick reference.

3. Know your resources. Know where to find
additional information and maintain a list of refer-
ences and resources. Examples: handbooks,
Internet sites, local IRB, and other colleagues.

4. Maintain communication. Communicate on
a regular basis with the sponsor, monitor, investi-
gators, and other study staff.

5. Document, document, document. It’s cru-
cial to know what to document and where to doc-
ument it. Develop a system before the study
begins to determine what will be documented and
where the documentation will be stored. Remem-
ber, if it wasn’t documented, it wasn’t done.

6. Be organized. It’s one thing to keep every-
thing, but it’s quite another to be able to find it
when you need it. Set up a filing system at the
beginning of the study and maintain consistency
with it during the course of the trial. Use check-
lists and to-do lists and set these up on a weekly
and daily basis.

7. Develop a timeline and adhere to it. Set
specific dates for certain tasks to be complete
and then stick to the schedule. ■



really getting out of control, he adds.
“Sometimes, in the middle of a study, the spon-

sor will allocate an additional $3 million, say, to go
for more advertising or recruit more participants
in a study where enrollment is flagging, or money
to hire more coordinators and provide more finan-
cial support to a site for that purpose,” he says.
“One of the key jobs of the project manager is to
blow the whistle early when enrollment is not pro-
gressing properly so that remedial steps can be
taken, if it is very important to get done on time.”

Audits

Study sponsors, or even federal regulators,
may want to visit a site to ensure that it is in com-
pliance with applicable rules, or, in the sponsor’s
case, that the study is progressing as it should.

In this case, the coordinators should just bite
the bullet and set aside whatever time is needed
to get all paperwork and documentation in order
prior to the visit.

“Then you will have to put aside all of your
other concerns for one day or two days or even
three days and baby-sit the auditor while they go
through your paperwork,” Smith says.

Endgame

Once the study is over, it is also the site’s
responsibility to account for any unused study
drug or devices that were part of the trial. In
many cases, the sponsor will send a representa-
tive to oversee this process, as well.

“This is a biggie. If it is a study drug, every pill
must be accounted for,” Louise says. “It is the law
and followed very closely. If it isn’t adhered to,
the site can get into big trouble.”

The coordinator and sponsor representative
may together end up counting all leftover pills,
for example, then ensuring they are safely
shipped back to the manufacturer.  ■

Protocols involving prisoners 
must be approved by OHRP 
Some say new guidance complicates things 

In an attempt to clarify Department of Health
and Human Services’ (HHS) regulations, the

federal Office of Human Research Protections

(OHRP) has issued an update to its 2000 guid-
ance on research involving prisoners.

The new document contains mostly changes in
numbering and format, but also clarifies certain
responsibilities of institutional review boards (IRBs)
and research institutions under 45 CFR 46, subpart
C — the section of federal DHHS regulations that
specifically cover the use of prisoners as subjects in
research trials, says Karenna Cooper, public health
analyst with the OHRP’s Division of Policy Plan-
ning and Special Projects, and the Office’s desig-
nated prisoner research contact person.

In particular, the new guidance clarifies that
research institutions must wait to receive written
approval for protocols or amended protocols
involving incarcerated persons, before proceed-
ing, she says. And in addition to a certification
letter, a copy of the proposed research protocol
must be submitted to OHRP for review.

For example, when sending the letter certifying
that the seven qualifying conditions listed under
subpart C have been met, the institution must
wait for formal approval.

“HHS conducted or sponsored research involv-
ing prisoners as subjects may not proceed until
OHRP issues its approval in writing to the insti-
tution,” Cooper explains. “This is not a new pol-
icy, but the first time that it has been explicitly
explained that OHRP will be writing a letter back
to the institution and that the involvement of
prisoners must wait until the institution gets the
letter.”

The institution must now also submit a copy of
the research proposal to the OHRP so that the
office can determine whether the proposed
research involves one of the categories of permis-
sible research under the HHS regulations, she
adds.

“Before, all they had to submit was a certifica-
tion letter containing a brief summary,” she
explains. “Now they must submit a certification
letter and research proposal.”

Improved protections for prisoners?

Some investigators, however, feel the new
OHRP guidance shows little improvement over
the 2000 document and continues to complicate
research that involves prisoners without adding
any important protections.

The requirement that OHRP review proposed
research protocols is unnecessary; And the office’s
insistence that protocols be amended when previ-
ously unincarcerated participants become prisoners
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is having the unintended consequence of excluding
many ill prisoners for whom clinical research trials
may be the best hope of helping, says Charles R.
McCarthy, PhD, senior research fellow at the
Kennedy Institute for Ethics at Georgetown Univer-
sity, and the former director of the HHS’ Office for
Protection for Research Risks (OPRR, the office that
is now the OHRP).

“IRBs now are trained to review and approve
such studies without the additional requirement
of HHS review,” he states. “IRBs that lack experi-
ence can easily network with experienced IRBs
and easily obtain advice and guidance from
OHRP. The HHS layer of review no longer offers
any important protection for prisoner subjects.”

And the guidance requiring that all applicable
conditions of 45 CFR subpart C apply to persons
already enrolled in trials prior to imprisonment
was neither foreseen nor recommended by the
National Commission for the Protection of
Human Subjects of Biomedical or Behavioral
Research, upon whose findings the current fed-
eral regulations are based.

“This added requirement places heavy bur-
dens on principal investigators [PIs] and heavy
burdens on IRBs and their support staffs,”
McCarthy explains. “Yet, it offers little if any
additional protection to subjects And in some
cases, it may be harmful to subjects.”

Background on regulations

In 1978, the National Commission for the Pro-
tection of Human Subjects of Biomedical or
Behavioral Research issued a report finding that
— between 1974 and 1977 — large numbers of
drug trials were conducted in prisons for reasons
of convenience, mainly, that prisoners provide a
stable cohort of subjects.

The commission further found that living con-
ditions in most prisons were poor and they
believed many prisoners faced undue pressure to
participate in research as a means of obtaining
some relief from deplorable living conditions,
McCarthy explains.

Because overall prison reform was out of its
jurisdiction, the HHS issued specific regulations
requiring that prisoners receive no privileges or
benefits for participation in research that were
not accorded to other prisoners.

The effect of those regulations has been pro-
found, McCarthy says.

For many years, little, if any, research has been
conducted in prisons that could be performed in

freestanding communities.
The kinds of research now conducted in pris-

ons fall into two major categories: 1) behavior
and social science studies into the behaviors of
prisoners that led to incarceration; and 2)
research into diseases or conditions that affect
prisoners in higher proportion than they do
members of freestanding communities.

Although studies in the first category seldom
offer benefits to individual subject participants,
they are usually low-risk studies that offer bene-
fits to prisoners as a class, McCarthy says.

Studies in the second category, however,
almost always offer the prospect of a direct bene-
fit to the prisoner subjects, he notes.

“Even if subjects serve on the placebo arm of a
study, they are nearly always provided — when
the trial is finished — with beneficial treatments
if the study justifies such treatments.”

Although only a small percentage of research
of any kind is conducted in prisons, most of the
studies conducted there hold out the prospect of
direct benefit to prisoners in some way, he adds.

“In a few cases, it offers the prisoners their
only hope,” McCarthy maintains. “Research
involving prisoners may not be important for
breakthrough new knowledge, But nevertheless,
a few research studies are of critical — life and
death — importance for prisoners.”

Guidance adds burden

The OHRP requirement that investigators
amend study protocols when subjects become
prisoners is particularly problematic for
researchers and often leads to the exclusion of
subject participants who could benefit from
research, McCarthy continues.

“The new prison environment could not possi-
bly affect the subject’s initial consent,” he explains.
“The only protection included is that there is a
slight chance that it could protect the freedom of a
subject’s decision to continue or not continue in a
study.”

To illustrate his point, McCarthy provides the
following example based on his own experience:

“A PI receives an NIH grant to conduct HIV/
AIDS research. Recruitment of subjects is limited to
persons who are HIV-positive or who are suffering
from AIDS,” McCarthy states. “Subjects who con-
sent to participate are to be randomized into group
A, which will receive standard treatment, and group
B, which will receive standard treatment plus an
experimental drug. It is known in advance that
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many of the potential subjects have a history of drug
abuse and/or promiscuous sexual behavior. An IRB
carefully reviews and approves the study. Within a
month, one of the subjects is arrested for possession
of an illegal substance and is incarcerated in the city
jail awaiting trial. 

The PI notifies the IRB that a subject has been
incarcerated but requests that the subject be
allowed to continue, documenting that the study
‘in the best interests of the subject.’ The IRB
approves the continuation. The PI then submits
an amended protocol to the IRB asserting that all
seven required conditions in the regulations are
met in the city jail. 

The amended protocol is approved by the IRB
and forwarded to HHS for final approval. The
subject is held in jail for six weeks and then the
case is dismissed for lack of evidence. HHS has
not yet acted on the approval that is no longer
needed. In the meantime another subject is
arrested by state police for transporting illegal
drugs across state lines, and is held in one of the
state prisons. The PI must now amend the proto-
col again to show that all seven conditions are
met in the state prison. 

Two months later, the IRB approves the
amended protocol and it is forwarded to HHS for
final approval. The case is tried, the defendant is
found guilty, but because the state prison is over-
crowded the prisoner is sent to a state prison in
another state. Now, the PI must amend the proto-
col once more and verify the seven conditions for
the out-of-state prison. This takes much longer
because the PI is unfamiliar with the procedures
in another state. 

In the meantime, HHS has approved the con-
tinuation of the prisoner in the local state prison
— But of course, the prisoner is elsewhere. This
time, the PI decides that many days of work have
been spent on meeting conditions that changed
before they could be finally approved. The PI
notifies the subject that he is dropped from the
study. The subject no longer receives the standard
treatment or standard treatment plus an experi-
mental treatment. 

The subject applies for Medicaid treatment in a
state in which he lacks permanent residency.
Long delays occur while his Medicaid request is
adjudicated. In the meantime, he receives only
emergency treatment of a deadly disease. The PI
says, ‘Next time I will drop from the study any
subject who is incarcerated because I cannot give
all my time to complying with the OHRP Guid-
ance and dealing with the IRB and with HHS.’

The subject’s opportunity to participate in benefi-
cial research has been lost.” 

In that situation, it is hard to believe that his
rights have been protected by 45 CFR 46 Subpart
C as interpreted by the 2000 or the 2003 docu-
ments, McCarthy says.

The purpose of the regulation, in many cases,
is, in effect, undermined by the OHRP guidance,
he adds.

Need for pubic comment, broader perspective

The OHRP has given an interpretation of the
federal regulations that was not addressed by the
National Commission, on which the federal regu-
lation was based, McCarthy stresses.

The OHRP also does not have staff members
with that expertise in prison research that it
requires of all IRBs that oversee research involv-
ing prisoners, he adds.

To truly design a guidance that is helpful to
researchers and protects incarcerated subjects, the
office should seek input from members of the
committee that drafted the federal regulations
after hearing public comments and seek public
comment of any draft guidance that they publish,
he notes.

“The guidance provided in 2000 failed to pro-
vide much historical background on the work of
the National Commission,” McCarthy concludes.
“Although the guidance provided several quota-
tions from the preamble to the regulations — it
provided little information about the reasons
why the commission made the recommendations
upon which the regulations are based.”

Regulations cause problems when the reasons
for the regulations are no longer understood, he
contends.

“As a result IRBs and PIs found themselves
forced to carry out procedures that made little
sense to them,” he says. “Instead of promoting a
climate of compliance within research institu-
tions, the guidance simply discourages PIs from
including subjects who might become incarcer-
ated and encouraged PIs to discontinue research
involving already enrolled prisoner subjects
rather than revise protocols and wait long peri-
ods of time — often more than a year — for HHS
approvals of protocols already approved by
IRBs.”

(Editor’s note: Information on the OHRP guidance,
and copies of the document, can be found on the web
at: http://ohrp.osophs.dhhs.gov/. Click under the head-
ing, “News.”) ■

August 2003 / CLINICAL TRIALS ADMINISTRATOR 19



20 CLINICAL TRIALS ADMINISTRATOR / August 2003

Tuskegee experiments 
hold valuable lessons
Training module offers lessons from the past

Most learned people know something about
the experiments done on black men in

Tuskegee, AL, in the early part of the 20th cen-
tury: Syphilitic men were enrolled in a study
without adequate consent or understanding, and
ultimately refused effective treatment in the name
of science. Such things, most assume, could never
happen again. And yet, there are cases reported
every year about patients in research projects
who die needlessly. 

In 2001, the world renowned Fred Hutchinson
Cancer Research Center in Seattle was the subject
of investigation over its Protocol 126 in which
researchers were trying to find out if eliminating
T-cells in donor bone marrow prior to transplant
would eradicate graft-vs.-host disease. The
patients, said a whistle-blower in the case, were
treated as “laboratory rats.” 

“The issue is that the people in Tuskegee
weren’t monsters. They didn’t start off to hurt
people, rather they were trying to help people,”
says Kenneth D. Pimple, PhD, director of teach-
ing research ethics programs at the Poynter Cen-
ter for the Study of Ethics and American
Institutions at Indiana University in Blooming-
ton.

Pimple and his colleagues have created a learn-
ing tool about research ethics that focuses on the
Tuskegee experiments. Called “The Least of My
Brothers”, it aims to show users how good people
can end up doing bad things. “Most evil in the
world isn’t perpetrated by evil people,” he says.
“It is done by ordinary folks who aren’t paying
quite enough attention, who aren’t being careful
enough.”

Simply saying you were following orders or
rules isn’t an excuse, either, he continues. “It is
always your responsibility to speak up when you
see bad things happen. The responsibility isn’t
devolved to your superiors.”

The program, available on-line at http://poyn-
ter.indiana.edu/sas/lb, costs $100 for the first 15
users at an institution and $15 for each additional
one. The program groups users together into
teams and includes on-line forums for discussion,
Internet bulletin boards, and names and e-mail
addresses of other users. Users are guided

through the story of the Tuskegee experiments
from the time of their inception in the early part
of the 20th century until the exposure of the
experiments in the 1970s.

The module includes letters, documents, pic-
tures, and recreations of meetings so that the
learners can see how what started out as a group
of people interested in helping syphilitic African-
American men degenerated in something that in
the end was equated with Nazi medical experi-
mentation. There are three episodes in the pro-
gram, each with eight to 10 scenes. Many of the
scenes conclude with an activity, such as a survey
or participation in a bulletin-board forum online
with other users.

The goals, according to the web site, include
creating a general awareness of the history of the
Public Health Service Syphilis Study at Tuskegee,
an awareness of the ethical issues involved in the
study, and an awareness and appreciation of the
ethical complexity of the study. 

Complex case still raises questions

Pimple, who has immersed himself in the
study to create The Least of My Brothers pro-
gram, still can’t understand how the Tuskegee
study degenerated so badly. “Up until the time
penicillin became known as a cure for syphilis, I
can understand how these people made the
choices they did. Until that point, I can’t say that
the researchers were awful people.” They weren’t
lynchers, he adds, or cross burners. “They were
the kind of racists that ordinary Americans were.
They thought that blacks were inferior. They did-
n’t want to associate with them. They had a con-
descending and patronizing attitude. In a sense,
they had an attitude like a farmer would towards
livestock: the herd has a problem, let’s solve it for
them, not with them.”

Pimple says he wants the complexity of the
case understood. “The beauty of this case is that it
was terrible. It makes a real point about research
ethics. But I want people to come away with
more than a sense that Tuskegee was bad. I want
them to have a good appreciation of the moral
ambiguity and complexity. I want people to see it
is complicated.”

For those who design and run experiments that
involve human research subjects, Pimple says he
hopes they gain knowledge that they have blind
spots and that it is useful, if not imperative, to get
someone from outside the process and outside
the expertise of clinical research to look at what



they are doing. “There is no way this experiment
could have gone on if there was annual outside
review,” says Pimple. “Institutional Review
Boards don’t solve all problems, but one could
have stopped this.”

The program’s strength is that it lays out the
myriad of influences on research that uses human
subjects, says Jim Vander Putten, chairman of the
Institution Review Board (IRB) at the University
of Arkansas at Little Rock. “Most educated people
have an idea of what happened at Tuskegee,” he
says. “But this program does a great job of provid-
ing specifics and delving into the decision making
processes surrounding human subject research.”

Vander Putten used the program for his own
professional development. He was impressed
enough that this fall he is going to provide the
program for the members of the IRB as a training
program. Shelling out the registration fee seems a
cheap yet useful and educational perk for com-
mittee members who are lucky if they get a pizza
provided during a meeting.

Pimple approves of such a use, hoping that
IRBs would use it as a way to spur discussion. 

Given that most researchers are aware of the
horrors of the Tuskegee experiments, some may
ask why bother. But Vander Putten says there are
two reasons. “First, if you don’t know your his-
tory, you are bound to repeat it. I think it is vital
to cultivate a deeper awareness so we don’t make
the same mistakes of the past. More importantly,
the web site requires users to engage in the schol-
arship of application. I think ethical principals are
great to help you get into the ballpark for ethical
decision-making. But this effectively gives you
the real substance for putting ethical principals
into practice.”

The federal government recently required all
faculty staff and students who use human subjects
to complete mandatory training programs. They
don’t say what the training should include. How-
ever, Vander Putten thinks this training module
would be useful for many as a way of meeting that
obligation. “Anyone interested in clinical trials
could get something valuable out of this,” he says. 

The past revisited

Pimple says that in a time of national insecu-
rity over national security, it is particularly
important to be aware of the ethical pitfalls and
pratfalls of researchers who went before. “I think
this could definitely happen again,” he says. “If
the Department of Homeland Security wants to

do something in secrecy, outside the oversight of
an IRB, something really ugly could be under-
taken and go on for a while.” 

You don’t even need to wait for something
secret, says John Pesando, MD, PhD, the whistle-
blower in the Fred Hutchinson case in Seattle.
Such things can, and do, happen now. “There is a
strong conviction among many researchers that
what they are doing is good for humanity,” says
Pesando. “They believe that mankind will be bet-
ter off in the end, and the ends justify the means.” 

While Pesando acknowledges that human
medical research is essential for the progress of
medicine, and that human subjects are, to a
degree, always lab rats, researchers must be sure
– and thus must ask themselves — if the research
subject would be better off with conventional
treatment than with the experimental one. “What
we do can’t subject them to a worse outcome,” he
says.

Even with IRB oversight, something bad could
continue for several years, says Pimple. “If the
system works properly, something bad would be
stopped within five years. It wouldn’t go on for
10 years, let alone the 40 that Tuskegee lasted. But
if someone lies to the IRB, it can go on longer.”

That, Pimple adds, is why it is important for
every person involved in human subject research
to understand the past and their personal respon-
sibility for not repeating it.

IRBs themselves may be part of the problem,
says Pesando. “The lay people on the committees
usually defer to the medical people. They are also
selected by the institutions and there may be
some implicit understanding they will follow the
institutional line.” As for the medical and scien-
tific people on IRBs, they are being asked to
police their peers and superiors. “And we know
how well that works,” Pesando says. 

“I assume that research administrators are very
courageous and doing important work. But
research protocols have to be scrutinized because
medical research can do both good and harm,”
Pimple says. “I believe that researchers want to
do good science, in an ethical manner. But I also
believe they are pro-research, pro their institu-
tion’s researchers, and pro their institution.”

People become overly protective of their rela-
tionships with research, researchers, and their
particular institution, he continues. “Considering
they have daily reminders about all three of those
relationships, I think occasionally it is in the best
interest of science and those who are involved in
it to see the bigger picture and be reminded of the
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things that can go wrong. Thinking morally is
just like any other skill. It has to be exercised to
keep it sharp.”  ■

Trial subjects have 
emergency help
MedicAlert charms warn docs of participation

What would happen if one of your clinical
trial participants appeared in an emergency

department (ED)? How would physicians know
the potential impacts of study medications on
their treatment? How could they know whether
the patient was having an adverse reaction to the
study medication or some other problem? 

Now there is help available. RapidTrials, a clini-
cal trial accelerator firm has linked with MedicAlert
Foundation to provide emergency medical informa-
tion services for study subjects. 

There are an estimated 1.5 million such partici-
pants in the United States, about 15,000 of whom
will show up in an ED as a result of a serious
adverse event (SAE). Others may appear in an
emergency department for other reasons, unable
at the time to even disclose they are part of a
research protocol. 

According to Tracy Blumenfeld, MBA, presi-
dent and chief executive officer of RapidTrials,
some 80 people a year die as a result of a drug
used in a clinical trial. Some of those deaths may
well be because they show up in an ED and either
can’t tell the physicians about the trial they are in,
or don’t have information available to them that
could assist that doctor. 

Under the new program, RapidTrials will offer

customized MedicAlert membership benefits to
study subjects. The national program will be made
available through participating sponsors and
research sites conducting clinical trials in the phar-
maceutical, medical device, and biotech sectors.

MedicAlert’s emergency medical information
service, featuring 24/7 live response, will be pro-
vided to each subject through the duration of a
study.

Upon enrollment, study subjects will register
with MedicAlert and be provided with a personal-
ized bracelet or necklace bearing a coded serial
number linked to their particular study. In the event
of a medical emergency, first responders can call the
MedicAlert 24-hour Emergency Response Center
and have access to each subject’s electronically
stored medical record. The confidential records will
include a patient’s vital health information, contact
information for the principal investigator of the
study, and any study-specific medical details.

The goals are twofold, says Blumenfeld. First,
due to the nature of blinded clinical trials, emer-
gency responders are often unaware of risks posed
by unforeseen drug interactions or medical inter-
ventions they may give to study patients. In addi-
tion, the program can lead to quicker approval
processes for medications being studied by making
sure that safety data is complete, she says. “Look at
the drugs that have been recalled recently because
they didn’t have the total picture on safety. If we
can get more information in a more timely manner,
we can speed things up.”

The cost, covered by the sponsoring company
or institution, depends on the length of the study
and the number of participants, but is generally
about $100 per participant, says Blumenfeld. So
far, there are several studies have signed up their
patients, including one study with more than 300
subjects. As of press time, there had been no inci-
dents of a subject needing to use the system. But
says Blumenfeld, that’s a good thing, since in the
best of worlds it wouldn’t be used at all. 

“This offers a safety net,” she says. “We work
with about 600 study sites on a regular basis. We
kept hearing that SAEs are an issue, that they don’t
hear about them in a timely manner, or they don’t
hear about them at all. We were trying to come up
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with ideas to help them get more information on a
timely basis. MedicAlert was a natural.”

For more information on the program, visit the
MedicAlert web site at www.medicalert.com, or
the RapidTrials site at www.rapidtrials.com.  ■

Electronic access 
gaining momentum

The National Health Information Infrastructure
Act of 2003, sponsored by Rep. Nancy John-

son (R-CT), was introduced July 24. The bill
would establish architectural standards so that
computerized software systems can communicate
with each other. 

“The information systems that securely give
you 24/7 access to your bank account can be
adapted to transform American health care into a
21st century system,” said Johnson, who is chair of
the House Ways and Means Health subcommittee.

The legislation would put in motion the devel-
opment of a comprehensive and interoperable
information technology infrastructure nationwide
— something not possible now, said Johnson. This
lack of a national health information infrastruc-
ture is costing billions to the health care system.

“It costs us $5.4 billion a year because tests or sec-
ond opinions cannot be located,” she said. “Known
medical errors cost us $29.4 [billion] to $35.4 billion
a year. It takes an average of 17 years for new
knowledge generated by controlled clinical trials to
be incorporated into practice. The process is slow
and highly uneven across the country because it is
largely dependent on the distribution of knowledge
via journals and other paper documents.”

A national standard would improve both the
quality and efficiency at the point of care, argued
Johnson. Building on available and developing
technology, such as personal digital assistants, is
one way to make a patient’s complete and accurate
medical record available to the caregiver in real
time, she explained. 

“Current paper files can be incomplete and illegi-
ble. Digital records that can be updated in real time

can help prevent errors and eliminate redundant
testing. E-prescribing through these new technolo-
gies and equipment promises to reduce medication
errors and prevent adverse drug interactions.”

Patients also would be able to access their medi-
cal records and become more active partners in
decisions over their own health, Johnson added.

Johnson’s legislation coincides with renewed
efforts by several health care organizations work-
ing toward the same goal of establishing a
national heath information infrastructure.  ■

House BioShield bill 
excludes incentives 

The House version of Project BioShield
excludes two elements believed to be 

key in enticing drug makers into developing
biomedical countermeasures. 

Approved almost unanimously (421-2), the
House act (HR 2122) would limit government
spending to $5.6 billion over 10 years and fail to
provide companies legal protection if their drugs
cause harm. 

Project BioShield is the Bush administration’s
plan to speed development and availability of
medical countermeasures in response to current
threats. It is designed to streamline government
research, create incentives for companies and
give the government the ability to make products
widely available in a public emergency. 

Bush presented the plan to the American peo-
ple during his State of the Union address in late
January, saying it likely would cost the govern-
ment $6 billion over a decade. Within a month,
the Senate Health, Education, Labor and Pensions
Committee, led by Sen. Judd Gregg (R-NH),
unanimously passed Bush’s proposal (referred to
as S 18), complete with a mandatory or indefinite
funding provision. The full Senate has not voted
on the bill. 

Lawmakers spent weeks picking the proposal
to pieces. In particular, the administration’s
request for mandatory funding sparked debate. 
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Rep. Henry Waxman (D-CA), member of the
House Energy and Commerce Committee and the
Government Reform Committee, both of which
took up the issue, was among the lawmakers
who vehemently opposed giving this president
or any president who comes behind Bush a blank
check to buy pharmaceuticals and biologics. 

Matthews Lyons, director of government rela-
tions at the Biotechnology Industry Organization,
said BIO told the House and Senate that their
bills do nothing for liability, “and that is a major
hurdle for the industry.”  ■
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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 pro-
vided to receive a certificate of completion. When
your evaluation is received, a certificate will be
mailed to you. 

5. According to the article, what tasks should a
clinical trial coordinator strive to complete
before study subjects are enrolled?

A. Establish a detailed plan for storing study data
after the trial is complete.

B. Determine what personnel will be responsible
for collecting blood and tissue samples and
performing diagnostic tests and screenings
during the trial.

C. Allocating space on the site’s computers for
collection of trial information.

D. All of the above

6. In what year was the original OHRP (then,
OPRR) guidance on research involving
prisoners issued?

A. 2000
B. 2001
C. 2003
D. 1978

7. The Tuskegee experiments happened because:
A. People were racist
B. The researchers didn’t care about their subjects
C. Good people didn’t stand up and say no
D. There was no cure for syphilis

8. Industry sponsors how much of medical
research?

A. Nearly 2/3
B. Half
C. One third
D. 20% 

Answer Key: 5. D; 6. A; 7. C; 8. A.
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