
Prepping for accreditation survey 
has quality improvement benefits
OHRP offers alternative to survey

As IRBs prepare for their first accreditation surveys or consider
the pros and cons of applying for accreditation, some who have
gone through it say that preparation can be its own reward.

“I feel it’s important for an IRB to be up to standards and to show
and prove that you know you’re out there to protect human subjects,”
says Lisa Korcuska, CCRC, CCRP, IRB accreditation and human subject
education officer at the University of South Dakota in Vermillion.

Working successfully toward an accreditation is a good way to
demonstrate an IRB’s quality, she says.

“You’re showing all the people you work with, including sponsors,
that you are up to the standards and are doing what you need to be
doing with human subjects,” Korcuska explains. “You’re showing that
people overseeing human subject protection have been reviewed very
thoroughly.”

The University of South Dakota IRB has been preparing for accredita-
tion through the Association for the Accreditation of Human Research
Protection Programs (AAHRPP) of Washington, DC.

The New England Institutional Review Board of Wellesley, MA, also has
chosen to become accredited through AAHRPP, says Carol Saunders, RN,
executive director of the IRB and the president and chief executive officer of
the Center for Clinical Research Practice in Wellesley.

Initially, the New England IRB was impressed with the accreditation
program developed for veteran administration systems by the National
Committee for Quality Assurance (NCQA), she says.

Then the accreditation standards developed by AAHRPP were sig-
nificantly revised and expanded and, by the summer of 2002, the
New England IRB felt that AAHRPP’s program had ripened into a
well-developed tool for self-assessment and external evaluation,
Saunders explains.

“The NCQA program was still undergoing evaluation, refinement, and
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adaptation for broader application,” she adds.
“This program promises to be an excellent accredi-
tation model alongside AAHRPP.”

NCQA recently released its draft Human
Research Protection Accreditation Program
standards on its web site at www.ncqa.org.

The IRB at the McGuire Veteran’s Hospital in
Richmond, VA, was the third site to be surveyed
by NCQA and was accredited with conditions for
the period of Oct. 9, 2001, to Oct. 8, 2002, reports
Alison Faulk, IRB coordinator.

The focus of the survey was on the Human
Research Protection Program, and on institutional
responsibility and commitment, she says.

This is a different approach than in the past
when subject protections were looked at as just
an IRB responsibility, Faulk says.

“An NCQA survey encompasses more than an
audit by the Food and Drug Administration [FDA]
because it reviews policies and procedures that go
beyond federal requirements,” she explains. “The
FDA reviewed four charts front to back to deter-
mine compliance with federal regulations. The
NCQA reviewed 32 charts for performance stan-
dards that went far beyond federal requirements
and included reviews of institutional quality
assurance procedures for the investigational phar-
macy, the informed consent process, the investiga-
tor, and IRB performance.”

The Richmond NCQA surveyor team met with
Faulk, the IRB chair, two members of the IRB, the
chair of the research and development commit-
tee, the chief of research, the director, and chief of
staff.

“Words and schmooze count little,” Faulk says.
“The key is documentation. If it’s not written
down, you get a zero.”

Richmond’s result was accreditation with con-
ditions. A corrective action plan incorporated a
series of procedural changes to assure that all
aspects of the review process were systematically
documented.

“We started writing everything down — every-
thing,” Faulk says. “We had no choice. However,
there is a negative. We now have so much process
stuff in our IRB minutes and files that it’s often
difficult to find basic information.”

For example, NCQA wanted specific documen-
tation that the IRB considered the risk-benefit
ratio, Faulk says.

“Our explanation to the surveyors was that if
the IRB approved a protocol then the committee
obviously felt it had an acceptable risk-benefit
ratio,” Faulk explains. “But that was not good
enough, and we got zero on that standard
because our minutes did not specifically state
that the risk-benefit ratio was appropriate to
human subjects protection.”

So now the IRB writes this information down.
Likewise, the IRB now works off checklists to
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make certain that nothing is missed, Faulk adds.
The NCQA process has been on pause since

April 19, 2002, and then on Dec. 2, 2002, the VA
Office of Research and Development sent a letter
to the field, extending the pause indefinitely
while the standards are being reviewed and
refined.

“A major problem with the NCQA accredita-
tion process at Richmond was that the 100-page
NCQA standards were published in August 2001,
but Richmond’s survey was based on IRB perfor-
mance during the previous 12 months,” Faulk
says. “We were lucky to have done as well as we
did. Regardless of the problems with the accredi-
tation process, its time has come, and there is no
question that we are doing a better job protecting
subjects now than we did last year.”

IRBs that participate in accreditation programs
benefit from the peer-based assessment of their
human research protection program, and it can help
them achieve regulatory compliance, says Jeffrey
Cooper, MD, MMM, deputy director of AAHRPP.
Cooper previously was the interim chair of radiol-
ogy and a professor of radiology and pediatrics at
Albany (NY) Medical Center, and served on the
Albany Medical Center IRB for about 15 years. (See
story on preparing for survey, p. 16.)

“AAHRPP accreditation demonstrates that an
entire organization — not just the IRB — takes
the safety of human research participants very
seriously,” he says. “Accreditation can inspire
sponsors’ confidence in an organization as a
research site and, ultimately, can restore public
trust in research.”

AAHRPP reevaluates organizations every
three years. When noncompliance is found, the
information is brought to the organization’s offi-
cials, but is not reported to regulatory or govern-
ment agencies, Cooper says.

Application fees for accreditation are deter-
mined by the IRB’s number of protocols and range
from $7,000 to more than $23,000, he says.

“For successive years, organizations pay an
annual fee that is somewhat less than the applica-
tion fee,” Cooper adds.

OHRP offers an alternative

For IRBs that would like to have their pro-
cesses reviewed for quality improvement pur-
poses, especially if they are not yet ready to apply
for accreditation, the Office for Human Research
Protection (OHRP) of Rockville, MD, offers a
quality improvement alternative. OHRP has a

quality improvement (QI) program that will help
an IRB meet its goals in assuring human subjects
protection and ensuring compliance with federal
regulations, says George Gasparis, director of the
Division of Assurances and Quality Improvement
of OHRP.

The program has three stages: quality assur-
ance, quality improvement, and continuous qual-
ity improvement, he says. (See story on how
OHRP’s QI program works, p. 17.)

The advantage to participation in OHRP’s pro-
gram are threefold, Gasparis says:

• It allows for direct confirmation with OHRP
that existing processes are in compliance with
regulations.

• It could be a good step toward preparing for
accreditation.

• It doesn’t cost anything.
A potential disadvantage is that some IRBs and

institutions might be wary of voluntarily sharing
their program’s attributes and weaknesses with
OHRP, which also is a regulatory agency, Gasparis
notes.

“One area we’ve had to address is the regula-
tory requirement that institutions report to OHRP
any serious ongoing noncompliance,” he says.
“We have determined that if an institution reports
to the QI program or if we observe the problem
during a visit, then they don’t have to report it to
the Division of Compliance Oversight.”

An exception would be if subjects are being
harmed, Gasparis notes.

In such cases of serious noncompliance, the QI
division of OHRP would ask the institution to pre-
pare a corrective action plan and OHRP’s director
would then determine whether the Division of
Compliance Oversight needed to review the com-
pliance plan, he says.

“Some people may be skeptical because the QI
division and compliance division are in the same
office and on the same floor,” Gasparis adds. “But
we explain that if we weren’t serious about pro-
tecting confidentiality and we had the Division of
Compliance Oversight follow up on our consulta-
tion, and that division imposed sanctions or a
compliance action against an institution, then it
wouldn’t take long for this to get out into the
research community; that the QI team really is a
Trojan horse.”

Since the division’s goal is to help IRBs and
institutions improve their human subject protec-
tion, this breach in confidentiality would violate
trust and put an end to the QI program, he says.

There are a number of reasons an IRB would be
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willing to pay for and prepare for a full accredita-
tion program, Saunders says.

“Accreditation as a process has been success-
fully implemented in other health care venues,
such as hospitals, managed care, and animal
research,” she says. “It is a proven process to
establish standards and benchmark performance.”

Some of the benefits are as follows, Saunders
explains:

• Accreditation elevates operations from a sin-
gle review unit to a program.

• It validates the strengths and highlights the
weaknesses.

• It distributes responsibility across organiza-
tions and institutions.

• It focuses accountability within the human
research protection program.

• It establishes standards that go beyond the
regulations.

• It promotes ethics as integral to clinical
investigators.

And it’s possible that in the future as a greater
number of IRBs become accredited that regula-
tory agencies will shift their focus and their lim-
ited oversight resources to reviewing those
organizations that have not been accredited,
Saunders adds.  ■

Accreditation requires 
teamwork and time
Give yourself a year to get ready

One of the keys to successful surveys is to
spend time, sometimes as much as a year,

preparing for the process.
Here are some tips from IRB officials who have

either been through the process or who have begun
it, as well as from other experts, on how to best pre-
pare for an accreditation survey:

• Conduct an internal review: IRBs and institu-
tions should first conduct an extensive internal
review, including a full description of the organi-
zation’s human research protection program, sug-
gests Jeffrey Cooper, MD, MMM, deputy director
of the Accreditation of Human Research Protection
Programs (AAHRPP) of Washington, DC.

The New England Institutional Review Board
of Wellesley, MA, in the summer of 2002 reviewed
its standard operating procedures and conducted
an internal operational evaluation in preparation

for a fall survey, says Carol Saunders, RN, execu-
tive director of the IRB. Saunders also is the presi-
dent and chief executive officer of the Center for
Clinical Research Practice in Wellesley.

“We had just completed our yearly review and
update to our SOPs [standard operating proce-
dures] and felt that our policies and procedures
were congruent with our daily operations and
effectively applied the federal and state regula-
tions and guidance,” Saunders says.

In preparation for an AAHRPP survey, the
University of South Dakota IRB in Vermillion
decided to revamp its policies and procedures,
beginning with the SOPs, says Lisa Korcuska,
CCRC, CCRP, IRB accreditation and human sub-
ject education officer.

“We started to write them and then we found
out that there is software out there where you can
buy SOPs and tweak them for your IRB,” she adds.

The IRB decided to use the SOPs developed by
the Center for Clinical Research Practice, Korcuska
says. A sample is available at www.ccrp.com.

CCRP’s standard operating procedures have
been validated and proven in compliance with
regulations through a number of Food and Drug
Administration, sponsor, and internal audits,
Saunders says.

“Without well-written and implemented SOPs
that are regularly reviewed and updated, a pro-
gram cannot function optimally and will be ill-
prepared for the rigors of accreditation review
and inspection,” Saunders says.

• Study accreditation organization’s stan-
dards: The New England IRB carefully reviewed
the AAHRPP’s standards and program elements
outlined in the application, Saunders says.

“We established a writing committee that pre-
pared the documents and highlighted any per-
ceived deficiencies,” Saunders says. “SOPs were
expanded upon or written to document those
activities being conducted but not necessarily
incorporated into the SOP document.”

It took three staff members about two months
to complete the 900-page application, including a
program description assessment with documen-
tation and SOPs, Saunders says.

The application process also required:
— a quality assurance program that focuses on

self-evaluation and ongoing improvement;
— education and training for members, staff,

and investigators;
— participant outreach.
“During the process, we had biweekly meet-

ings,” Saunders adds.
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Once the IRB had completed the application, a
regulatory affairs consultant was hired to review
the application for accuracy and consistency,
Saunders says.

The IRB at McGuire Veteran’s Hospital 
in Richmond, VA, worked closely with the
National Committee for Quality Assurance
(NCQA) to obtain information, says Alison
Faulk, IRB coordinator.

“We had time to prepare, but there was addi-
tional information needed almost daily,” she says.

• On-site survey: The New England IRB had
four months after submitting the accreditation
application to prepare for the site visit, Saunders
says.

“Any initial clarification/revisions requested
by the reviewer were submitted and discussed
prior to the scheduled site visit,” she adds.

As a final survey preparation step, the IRB
carefully reviewed the site visitor evaluation tool,
identifying those documents that site inspectors
need to validate the program, Saunders says.

“The goal is for the site visit team to have a
clear sense of the IRB’s mission and operations,”
she adds.

AAHRPP has a team of experts to review a
site’s self-assessment materials before scheduling
an on-site visit, Cooper says.

Surveyors will evaluate a program’s perfor-
mance with respect to AAHRPP’s accreditation
standards, he adds.

McGuire Veteran’s Hospital’s NCQA survey
involved fewer questions than what Faulk
expected after having undergone an FDA audit.

“If NCQA couldn’t find something, they didn’t
ask for it. They just marked a zero,” she says.

But Faulk says she’s been told that future sur-
veys will be more user-friendly and less of a
“gotcha” approach.

Although the University of South Dakota IRB
has not yet had its survey, the IRB is preparing
for questions from AAHRPP surveyors regarding
protocol applications Korcuska says.

For instance, if the surveyor was to ask what
would happen if a particular protocol is not com-
plete when it’s received by the IRB, she can point
to the IRB’s new SOPs, which state that once a
protocol application is submitted, it’s reviewed for
completeness. And if it is not complete, then it’s
sent back to the investigator. If it is complete, it is
submitted for IRB review, she explains.

• Council review: After surveyors submit their
reports to the accreditation organization, the next
step is for a council, such as AAHRPP’s Council

on Accreditation, to review the report, deliberate
on the team’s finding, and determine the organi-
zation’s accreditation status, Cooper says.  ■

OHRP’s QI program: 
You can go another way 
It’s free and has three stages

IRBs that are not quite ready to apply for an
accreditation might take advantage of a free

quality improvement (QI) program established
by the Office for Human Research Protection
(OHRP) in Rockville, MD.

Comprising three stages, the program was
designed to assist IRBs and human research pro-
tection programs with reaching their quality goals,
says George Gasparis, director of the Division of
Assurances and Quality Improvement for OHRP.

“We developed the QI program to comple-
ment our education efforts out of the Division
of Education and the Division of Compliance
Oversight to strengthen human protection
programs and IRBs,” he says. “The goals we
have are the goals most institutions share. They
want to provide a quality review of research for
their facility and investigators, and they usually 
have an interest in improving performance and
efficiency.”

Here’s how the QI program works:
• Stage 1 - Quality Assurance: First, OHRP

will guide institutions in efforts at self-assess-
ment, providing IRBs with a self-assessment tool
for this purpose. IRBs are asked to submit their
operating procedures and minutes from three
meetings for a preliminary review, Gasparis says.

Officials will then review the IRB’s operating
procedures and evaluate the assessment, provid-
ing feedback to the institution through the use of
written correspondence and a teleconference, a
video conference, or an on-site consultation. 

“After assessing an institution, we provide con-
sultation on areas they may need to focus a little
more attention on,” Gasparis says. “Eventually,
we want to do 30 consultations a month and then
60 consultations a month.” 

• Stage 2 - Quality Improvement: Once an IRB
has been through the quality assurance stage, it’s
time to work on improving the existing processes,
he says.

QI consultants will offer advice on how an
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institution can improve its processes, and IRBs
can access best practice, examples of procedures,
and tools that may assist in quality improvement.

“We highlight for institutional officials their
strengths and weaknesses,” Gasparis says. “If we
find a weakness we give a consultation on how
they can make improvement in that area by offer-
ing examples of what we’ve seen implemented
successfully in other institutions.”

These examples of best practices will be posted
anonymously on the OHRP web site if the institu-
tion grants permission.

Also, the QI program will foster networking
relationships where best practices can be shared
between institutions and IRBs.

• Stage 3 - Continuous Quality Improvement:
The QI program will assist IRBs in developing
their own continuous quality improvement
programs.

As with all of the stages, any information
shared between the IRB and the OHRP QI pro-
gram is kept confidential and may qualify for
exemption from the Freedom of Information Act.

Also, the QI program will not share its observa-
tions during the QI consultation with the OHRP
Division of Compliance Oversight unless there is
a threat to research subjects’ safety, Gasparis says.

“Any information we collect for evaluation of the
program we would return to the institution and not
keep copies in our office,” he says. “As soon as we
complete the consultation, we return any sensitive
information to them, including IRB minutes.”  ■

Minority research: Engage 
community and think risk 
Experts discuss the key concerns

When IRB members and investigators discuss
potential risks and benefits, they typically

break down the benefits into two categories: indi-
vidual and societal.

But there is a third category that should be con-
sidered for some research projects: community. 

Potential community risks and benefits are a
very important consideration when a research
protocol is being conducted in an area inhabited
by a particular culture or ethnic group. It’s up to
the investigator to work with the community’s
leadership to discuss potential risks and benefits
before seeking research volunteers, says William

L. Freeman, MD, MPH, CIP, director of Tribal
Community Health Programs at Northwest
Indian College in Bellingham, WA. He recently
spoke about informed consent in communities 
of color at the 2002 Annual IRB Conference,
sponsored by the Boston-based organizations,
Public Responsibility in Medicine & Research
(PRIM&R) and the Applied Research Ethics
National Association (ARENA) in San Diego.

Sometimes investigators will fail to identify a
community as such and then fail to give any con-
sideration to their responsibility to the community.

“The biggest problem is taking the community
plain and cheap,” says Warren K. Ashe, PhD, exec-
utive secretary of the Howard University IRB and
associate dean for research at Howard University
in Washington, DC. He also spoke about informed
consent in communities of color at the PRIM&R
conference.

“They assume they can go in and leave with-
out doing anything for the community,” Ashe
says. “In a minority community, investigators
will come in and drain the community of its
resources, publish a paper, and leave nothing
showing they’ve been there.”

That attitude leaves the community with a dis-
trust for research, making it difficult for the next
investigator to enter that community and obtain
cooperation, Ashe adds.

Freeman and Ashe offer these suggestions 
for how an IRB can be certain that research pro-
tocols give fair consideration to a community
and include some of these considerations in the
informed consent:

• Consider the potential harm of stigma. For
example, an investigation into an outbreak of
syphilis at an Native American reservation
resulted in a published report that included
enough information that it was easy for the
public in the same area as the reservation to
identify the reservation, Freeman says.

“Then that information got into the public
press around the reservation where there was a
fair amount of prejudice in the non-Indian com-
munity,” he says. “The entire community was
stigmatized because of the report.”

The stigma resulted in public segregation
where gas station owners wouldn’t allow
Native American customers to use the
restrooms, Freeman adds.

“This was an unintended harm of research, 
but nonetheless a harm to the group,” he says.

A way to prevent this harmful consequence is
to engage a community member into the IRB or
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research process, Freeman suggests.
• Have researchers meet with community

leaders. When researchers study HIV/AIDS, they
will think nothing of meeting with the HIV/AIDS
subgroups, such as the injection drug users, mid-
dle-class homosexuals, and female drug users,
Freeman notes.

In other words, it’s standard practice to engage
all of the stakeholders in a particular research,
and investigators have no trouble understanding
this when the stakeholders are people infected
with HIV, Freeman says.

Yet, when it comes to communities of color,
researchers will say they don’t know how to
engage the stakeholders and they may balk at
spending time doing so, Freeman says.

It’s not that difficult, however. It can be han-
dled by having researchers attend community
meetings, hold focus groups, and meet with peo-
ple who represent the research area of concern,
Freeman says.

In Native American communities, it might suf-
fice to meet with the tribal leaders and to seek
their approval.

In African-American communities, investiga-
tors should meet with religious organizations and
cultivate a relationship with them, Ashe says.

“People in science have to come out of their
ivory tower and go out and talk with real peo-
ple,” he says. “They need to share information,
ask questions, and be open about it.”

• Include a minority community member on
IRB. Communities of color need an advocate on
the IRB, someone who will think to ask questions
that may not occur to other IRB members, Ashe
says.

While IRBs do include community members,
they often are highly educated people who are
not in touch with the portion of the community
being engaged as research volunteers, he says.

“In our IRB, we have two community laypeo-
ple,” Ashe says. “One is a lawyer who is very much
involved with child welfare, and the other is a
retired school teacher who was a former president
of civic organizations in Washington, and this man
brought to the table an understanding of the com-
munity that very few people would have.”

That’s the kind of IRB community member
who is needed, Ashe adds.

• Discourage misuse of information. “One
concern that probably affects not just American
Indian tribal communities, but others as well is
that of private knowledge,” Freeman says. “In the
past the complaint has been that anthropologists

spoke to the people, who didn’t understand that
what they were saying was going to be published
in a book.”

So research subjects would discuss cultural
beliefs and understandings that were intended to
be kept private within the community, he adds.

To prevent misunderstandings of this type
and the misuse of community knowledge, an
informed consent process should make it clear
how and where the investigator will use the
collected information.

• Make certain informed consent is written
according to community’s cultural understand-
ing. Informed consent documents should be writ-
ten in clear, readable, layperson language, but
this is just a start.

It’s important for researchers to identify poten-
tial misunderstandings due to differences in how
a particular community might interpret words
based on their own frame of reference.

For example, Ashe says his IRB once approved
a research project in which an investigator would
give a pen-and-pencil IQ test to children in an
upper-class area of Washington, DC.

“Unknown to the IRB, the investigator decided
to go to the other extreme and administer the
same test to children in a low-income commu-
nity,” he says.

The investigator visited the school, explained
that these were IQ tests, and asked that parents
contact the IRB if they had any questions.

One night, Ashe was called by a angry mother
who asked, “What did you people at Howard do
to my child with all these tests?”

The woman assumed that when she was told
her child was given a test that it meant a health
exam in which the child’s blood was drawn, he
explains.

“In her mind, a test was something physical,”
Ashe says. “That’s a cultural difference in how
the woman didn’t know that an IQ test is not like
an HIV screening.”

The researcher’s project was halted because the
investigator failed to seek approval from the IRB
for the study’s expansion and, as a result, no one
was able to explain to the investigator that a dif-
ferent sort of informed consent would need to be
created for that very different community.

“We would have recommended that she revise
the consent form and make it more relevant to
that population,” Ashe says.

• Provide community benefits whenever pos-
sible. When investigators use a community for
research, it’s good form to provide some sort of
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benefit in return, Freeman and Ashe say.
This benefit could be as simple as providing

the community with information about the
study’s results or some education and interven-
tions for helping people who have whatever dis-
ease or problem is being investigated.

“I think of research as a gift and [subjects] have
given a gift to researchers. It would seem to be
appropriate for researchers to reciprocate,” Freeman
says. “To simply go in and find out there’s a public
health problem and then to leave under those cir-
cumstances would make me very upset.”

Taken to a higher level, investigators can help
the community obtain services that otherwise
might not be available, Ashe says.

For instance, in one community in which
investigators wanted to conduct ongoing research
about arthritis and related diseases, research offi-
cials obtained a federal grant to build a commu-
nity clinic where anyone could receive treatment
and medication. The people who sought help at
the clinic could volunteer for research trials, but
were not required to do so, he says.

This type of benefit quickly built up good will
in the community and resulted in a steady supply
of research subjects for investigators.

“To me it’s very simple,” Ashe says. “I believe
in respecting the rights of every individual.”  ■

Industry-sponsored studies 
may need more protections
Focus on your contracts

IRB approval of human-subject study protocols
may be insufficient to truly protect research

participants and the integrity of the investigators,
particularly when an outside corporation spon-
sors the trial, a new study by researchers at
Durham, NC-based Duke University claims.

In industry-sponsored research it is often the
legal research contract with the institution, not
the study protocol sent to the IRB, that has more
weight in determining research conduct, says
Kevin Schulman, MD, lead author of the study
and professor of medicine at Duke University
Medical Center.

“These contracts are important because the
truth of the matter is research is governed by
the contracts between the sponsors and institu-
tions, not by the study protocols approved by

the IRB,” he says.
A survey of research agreements entered into

by academic medical centers and sponsors
between November 2001 and January 2002 indi-
cated that few agreements meet the standards
established by the International Committee of
Medical Journal Editors (ICMJE).

The Duke researchers surveyed 108 member
institutions of the Association of American
Medical Colleges (AAMC) to determine the
extent with which their contracts with clinical
trial sponsors met the three main provisions of
the ICMJE guidelines:

• whether authors of reports of multicenter
trials had access to all trial data;

• whether the authors or an independent com-
mittee controlled editorial and publication;

• whether investigators were fully involved in
the design and conduct of the trials.

The researchers found that the agreements rarely
included such provisions. Only 1% required that
authors of multicenter studies have independent
access to all data from the trial, though institutions
at coordinating centers for multicenter trials stipu-
lated this level of access at a higher rate (50% of
contracts). 

The industry sponsors also typically control
decisions regarding the publication of data from
clinical studies. Provisions addressing the editorial
content of the multicenter manuscripts appeared
in 40% of contracts, while independent committees
that would guarantee publication were specified in
fewer than 1%. The agreements also did not ensure
dissemination of findings from research on stored
biological materials collected during clinical trials
— these materials are collected by the industry
sponsors for use in future research.

The research agreements are the only docu-
ments that legally bind the industry sponsor in
terms of their conduct related to the research,
Schulman explains. “Items like trial governance,
and publication of results are contained in the
study protocol, but rarely in the research agree-
ment, and the sponsor is not legally bound to fol-
low the study protocol.”

In most cases, the research agreement is con-
sidered the legal document in the event of a dis-
agreement between researchers and sponsors, he
adds.

For example, a pharmaceutical company many
initiate a multicenter trial of a new drug and sign
research agreements with a number of different
sites. These individual sites recruit participants
into the trial and submit data to a central source.
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Study protocols are approved by each site’s IRB,
says Schulman. But those protocols do not guar-
antee that data from all sites will be published,
researchers writing up the study results for publi-
cation will have access to all data or that the
sponsoring company will not simply just decide
to pull funding if the initial results of the trial do
not prove favorable.

“The agreements generally allow access to site-
level data, but that is scientifically invalid in a
multicenter trial,” Schulman explains. “If I have
50 patients at Duke in a 10,000-person trial, what
does it mean if I try to analyze the data on those
50 people? It doesn’t mean anything.”

Investigators out of the loop

Site investigators and IRBs typically are not
involved in the process of negotiating the terms
of research agreements, he continues. The institu-
tion’s contract office and legal representatives of
the sponsoring entity frequently work out the
details of the research agreements without input
from the IRB or researchers.

“Basically, if I am a site investigator at Duke,
the research sponsor will give me a contract,” he
explains. “I will pass the contract on to the con-
tracts office and they will negotiate with the
sponsor.”

At the same time, the proposed study protocol
— governing how the trial is to be conducted at
that site — will go before the IRB.

In the study, only 17 of the site respondents,
and none of the centers serving as coordinating
centers for multicenter trials, reported that their
IRB routinely reviewed research agreements,
Schulman says.

“In most cases, the IRB does not get involved
in the contract at all,” he notes.

The most troubling aspect of the survey’s find-
ings was the lack of assurance that all study
results would be reported, Schulman says.

A basic tenet of clinical research is humans par-
ticipate in order to yield information that will
help advance medical science and benefit society.
A key facet is that results of the research will be
made public — whether good or bad.

“If you cannot guarantee that results of a research
trial will be published, then how can you ethically
tell a person that what they are participating in is
research?” Schulman asks. “If a company comes in
and sponsors a study, the IRB signs off on the proto-
col, you recruit patients at that site and tell them
they are participating in a research trial, but later

the study doesn’t go the way the company hoped it
to, and the results are never published? What are
you recruiting people to at the site level?”

Conducting experiments involving humans,
telling them it is a research study with no guaran-
tee the results will ever be shared with others is
not research, he emphasizes. 

“If clinicians told participants up front that
they were being asked to participate in a market-
ing study for a private company and that they
would be exposed to a potentially toxic medica-
tion for the purpose of the manufacturer finding
out whether the medication was effective and
they could make money at their discretion, we
would probably get a lot less participation,”
Schulman notes.

Not only do many research agreements not
guarantee the objectivity of the research, but
some investigators have been severely pressured
to discard or not reveal study results that were
not favorable to the sponsoring company, says
David G. Nathan, MD, president emeritus of the
Dana-Farber Cancer Institute in Boston.

In the same issue of the New England Journal of
Medicine featuring the Duke study, Nathan co-
wrote a report on the case of Nancy Oliveri, a
Canadian clinical researcher at the Hospital for
Sick Children in Toronto.

Oliveri was the lead researcher on a study of
the iron chelator, deferiprone. The study was
sponsored by Apotex, a Canadian generic drug
manufacturer.

As part of the research contract, Oliveri and
colleagues signed a confidentiality agreement
that was consistent with the policy of the hospital
at the time.

However, Oliveri then became concerned
about the drug’s potential liver toxicity. She con-
ducted a second study — without signing a confi-
dentiality agreement — comparing hepatic iron
levels in patients taking a similar drug and the
test drug. Upon finding that certain patients did
not do as well on deferiprone, she decided to sub-
mit the findings for publication and present the
new data at a scientific meeting.

Apotex subsequently sued Oliveri for violation
of the initial confidentiality agreement. The hospi-
tal administration referred her for research miscon-
duct to the province’s medical licensing board. The
board later found no basis for the misconduct alle-
gations, and she was not disciplined.

Though the case is an egregious example of
what can happen, it does illustrate the impor-
tance of protecting the independence and
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integrity of clinical researchers, Nathan says. 
“This is a huge problem for the American

Association of Medical Colleges,” he tells IRB
Advisor. “The deans of the schools must get in
agreement.”

It is not only the academic medical centers that
must pay attention, however, adds Schulman. 

Many multicenter studies are conducted with
sites that are not teaching hospitals. Frequently,
patients may be recruited at smaller hospitals and
even in individual physician’s offices.

“There really needs to be one set of research
ethics, regardless of where and how the partici-
pants were recruited,” he notes. 

Potential solutions

To ensure the integrity of industry-sponsored
research, Schulman believes a standard research
agreement should be used whenever an institu-
tion contracts with a company to participate in a
research trial.

The contract would require publication of the
study results, the establishment of an indepen-
dent board to monitor the progress of the study
and would require that the person or group writ-
ing the report have access to all site data.

An independent coordinating committee would
also protect the study from undue influence from
the company’s corporate objectives, he adds.

“In terms of trial governance issues, what if
you’ve exposed all of these people to this medica-
tion — particularly in a Phase Four setting — and
the sponsor realizes the results aren’t going their
way and wants to pull the plug. If you had an inde-
pendent committee, at least you’d have one check
on that,” he says. “If you decide a trial isn’t work-
ing because you can’t recruit enough people, that is
one thing. We make mistakes sometimes in study
design, and we can’t get the subjects we need. But,
you would want someone who doesn’t have that
outside interest to represent the patients.”

Nathan agrees with Schulman’s proposals, but
also feels that there also should be some standing
authority in place to hear and resolve conflicts
between industry sponsors and the institutions
or researchers they contract with.

“We suggest in our article, that a standing
committee of the National Academy of Sciences-
Institute of Medicine might be established to
consider such conflicts and make recommenda-
tions to resolve them,” he notes.

For example, if a corporate sponsor an study
author differ in their interpretation of results, an

independent body should be available to resolve
the dispute.

“It is most important to interpret the results
independent,” he says. “If the investigator and
company do not agree on the interpretation, there
must be away to adjudicate the problem.”

The center’s institutional review board should
also bear some responsibility, he adds.

“IRBs are signing off on this research that is not
research,” he says. “There is still the question if
you consent the person to participate in research,
and that is not what in fact the project is, what
have you done? Some courts have held that a
consent agreement is a form of contract. If the
contract says you are participating in research,
when the institutions or investigators involved
have no assurance that’s the case, then you have a
hard time fulfilling your end of the contract.”  ■

OHRP takes its 
show on the road
An international site visit program begins

U.S. human research funding has a global
reach. Each year, millions of dollars, both

public and private, go to institutions conducting
human subjects research outside this country.

In recent years, that fact has raised numerous
concerns about whether research standards in
other countries met U.S. guidelines and whether
American researchers were exploiting vulnerable
populations abroad.

Now the Office of Human Research Protections
(OHRP) at the Department of Health and Human
Services is taking steps to ensure that international
institutions that receive U.S. research dollars are
equipped to adequately protect human subjects.

“The United States sponsors a great deal of
research internationally, both through govern-
ment grants and private industry,” says Melody
H. Lin, PhD, deputy director of the OHRP and
director of its Office of International Activities.
“We have the opportunity, through this program,
to go in and conduct a visit, make a report and
recommendations.”

Institutions, both in the U.S. and abroad, that
receive government funding for human subjects
research must obtain a federalwide assurance of
the protection of human subjects in research from
the OHRP. But such a requirement cannot be
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placed on privately funded studies.
Last year OHRP opened up its voluntary qual-

ity improvement (QI) program to international
institutions. The program involves site visits to
the institution, a meeting between institutional
administrators and OHRP evaluators and a fol-
low-up report and recommendations.

In 2002, the office conducted its first interna-
tional assessments by performing site visits at six
academic medical centers across South Africa, Lin
says.

“The key factors in deciding whether to do an
international visit is: 1) that they request a visit; and
2) that it be cost-effective,” she tells IRB Advisor. 

Initially, they received a request from only one
institution in South Africa and decided it would
not be feasible to send three staff members halfway
around the world for that amount of time, she said.

“It took 17 hours just to get there — that is flight
time alone not counting layovers,” she notes.

However, five more institutions signed on, also
requesting site visits, and Lin and two other OHRP
officials made the trip — visiting and evaluating
six facilities in two weeks.

Institutions conducting human subjects research
face challenges not only in complying with federal
regulations, but also conducting research in accor-
dance with evolving ethical standards related to
advances in technology, science and changing cul-
tural and societal values, says Greg Koski, MD,
PhD, formerly the director of the OHRP. He left
the position in November to return to the faculty
of Harvard University.

“A key element of the remodeling process in
human research protections is the move from a
system focused on regulatory compliance to a
system focused on prevention of harm,” Koski
said in an open letter to the research community
describing the program. (For more information
on OHRP’s quality improvement initiative, see
IRB Advisor, May 2002, p. 54.)

Institutions volunteer to participate in the pro-
gram and invite representatives from the office to
visit the research center or institution or conduct
an OHRP-designed self-assessment.

There are three overall components to the new
program: quality assurance (QA); QI, and contin-
uous quality improvement.

The QA component is designed to help institu-
tions provide a solid foundation for a human sub-
jects protection program.

Following either a site visit or report of the
self-assessment, representatives of the office’s
division of assurance and quality improvement
will interact with the institution either by written
correspondence and teleconference, videoconfer-
encing, and/or an on-site consultation and visit.

The self-assessment tool, available on the
OHRP web site, http://ohrp.osophs.dhhs.gov/
index.html, asks facilities to consider issues
related to the composition of the institutional
review boards (IRBs), how potential conflicts of
interest among IRB members are disclosed and
handled, how complaints about research conduct
are resolved, etc.

After the assessment, the Division of Assurances
and Quality Improvement (DAQI) staff then will
provide tailored recommendations about how the
institution can improve its human subjects research
protections.

During the South Africa visit, DAQI staff visited
all six institutions initially, to conduct the assess-
ment. Then, from a site at one of the facilities, they
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CME instructions

Physicians participate in this continuing medical
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 to receive a certificate of com-
pletion. When your evaluation is received, a certifi-
cate will be mailed to you. ■



conducted a videoconference with officials from
the other five, says Lin.

Information about the QI program, including 
the self-assessment tool, and process for applying,
is available on the OHRP web site http://ohrp.
osophs.dhhs.gov/index.html.  ■
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Effective with this issue, IRB Advisor is changing its
testing procedure. You will no longer need to return a
Scantron answer sheet to earn credit for the activity.
Please review the text, answer the following ques-
tions, check your answers against the key below, and
then review the materials again regarding any ques-
tions answered incorrectly. To receive credit for this
activity, you must return the enclosed CE/CME evalu-
ation in the enclosed envelope at the end of each
semester. For further information, refer to the “CME
Instructions” on p. 23. 
This testing procedure has proven to be an effective
learning tool for adults. If you have any questions
about the new testing method, please contact cus-
tomer service at (800) 688-2421. 

5. Which of the following organizations does not 
offer an accreditation for IRBs and human sub-
jects research protection programs?

A. Accreditation of Human Research Protection 
Programs 

B. Office for Human Research Protections 
C. National Committee for Quality Assurance 
D. All of the above

6. What type of potential benefit and risk of harm 
often is overlooked when IRBs consider human 
subjects research protocols, particularly when 
the research is being conducted within a com-
munity of color?

A. Potential individual risk and harm
B. Potential societal risk and harm
C. Potential community risk and harm 
D. None of the above

7. What standards did Duke researchers use to 
evaluate the research agreements between 
academic medical centers and private corpo-
rations sponsoring research?

A. Standards of the American Medical Association
B. National Institutes of Health
C. International Committee of Medical Journal 

Editors 
D. None of the above

8. Institutions, both in the U.S. and abroad that 
receive government funding for human subject 
research must obtain a federalwide assurance of 
the protection of human subjects from the Office 
of Human Research Protections. But that require-
ment does not apply to privately funded studies.

A. True
B. False

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

CMEquestions

CME objectives

The CME objectives for IRB Advisor are to help
physicians and nurses be able to:

• establish clinical trial programs using accepted
ethical principles for human subject protection;

• understand the regulatory qualifications regard-
ing human subject research;

• comply with the necessary educational require-
ments regarding informed consent and human
subject research;

• apply the necessary safeguards for patient
recruitment, follow-up, and reporting of findings
for human subject research;

• have an understanding of the potential for con-
flict of financial interests involving human subject
research;

• understand reporting adverse events during
research. ■
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