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IInstitutional review boards, or IRBs, are an important piece of
the clinical-trial puzzle. IRBs are the gatekeepers of ethical, regu-
latory, and policy concerns of human-subject research. And they
take seriously their mandate of protecting the rights and welfare
of study subjects to the best of their ability, as well as making sure
those subjects are fully informed about the risks and benefits of
participating in research.

“The IRB is accountable for the patient; IRBs make sure the
patient is fully informed of the risks, the benefits, and the different
aspects that are important in the trial,” says Darren McDaniel,
CEO and founder of Coast IRB LLC. “The IRB is accountable to
make sure the consent discussion is done properly. The IRB also
must make sure that the research site presents the research to a
prospective patient in a way that allows the individual to make a
yes-or-no decision without any undue influence.”

The goal of IRBs should be to protect the rights and welfare of
subjects to the best of their ability by fully informing them of the
risks and benefits of the studies and giving them a good opportu-
nity to discuss any questions or concerns that they have with the
investigator before they make their informed choice, says Lynn A.
Meyer, president and founder of IntegReview Ethical Review
Board.

BY DENISE MYSHKO

Institutional Review Boards

Current pressures to speed drugs to 

market have resulted in the increased use 

of independent, centralized institutional review

boards as an alternative to academic IRBs,

because they can offer faster and more 

efficient protocol reviews.

Darren McDaniel
Coast IRB

One of my big passions in the industry is
improving and overhauling the consent process.
Right now, there is no accountability over consent
and making sure the consent was done properly.

IRBs The Safety
Gatekeepers
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INSTITUTIONAL review boards

In the United States, IRBs are mandated by
the Research Act of 1974, which defines IRBs
and requires that they are part of all research
that receives funding, directly or indirectly,
from what was at the time the Department of
Health, Education, and Welfare and is now the
Department of Health and Human Services
(HHS).

Over time, the research landscape has dra-
matically changed, allowing the emergence of
independent IRBs. The Food and Drug Admin-
istration’s recognition that IRBs need not be
located in an institutional setting created the
first gateway for the use of independent IRBs in
the 1980s. 

“Research was often being conducted by
independent investigators not located in aca-
demic settings, and independent IRBs were
born,” says James Saunders, VP of New Eng-
land Institutional Review Board. 

“Back in 1989 when we got started, there
were only a few commercial or independent
IRBs,” he continues. “The whole concept was
novel. The independent IRBs had to develop
their niche. But because of the regulatory envi-
ronment, it took a while for sponsors to
embrace the idea and the value that indepen-
dent IRBs could provide.”

The percentage of studies that now go to
independent IRBs has increased over the years.
Experts estimate that about half of all studies
are reviewed by independent IRBs. 

In 2002, there were about 60,000 clinical
trials conducted and about half were govern-
ment-funded studies, Mr. McDaniel says.

“Most government studies go through aca-
demic IRBs,” he says. “Industry studies mostly
go through central IRBs, but sponsors still use
local IRBs because they want to reach certain
opinion leaders within universities.”

Mr. Saunders says sponsors have become
more comfortable working directly with inde-
pendent IRBs. 

“Sponsors were hesitant to arrange for an
independent IRB directly,” he says. “Because of
the way the regulations were worded, the con-
clusion was that it was inappropriate for spon-
sors to have a direct relationship with the IRB.
Most of the language talked about a relation-
ship between the investigator and the institu-
tional review board. Just within the last year,
the FDA published a guidance on centralized
IRBs that says it is permissible for the sponsor
and the independent IRB to work collabora-
tively.”

In March 2006, the FDA issued the guid-
ance document for using a centralized IRB for
multicenter clinical trials. The guidance indi-
cates that use of a centralized IRB review pro-
cess is consistent with the requirements of

existing IRB regulations, provided that the
IRB is competent to understand the local con-
text of the research. (See box on page 46 for
more information.)

Industry leaders say central IRBs need to
understand local community standards, which
are important for clinical research and for pro-
tecting patients. 

“The local IRBs have the advantage of
knowing the nuances of the local site and in
that sense may have consent forms that are bet-
ter targeted toward the local population,” says
Judy Stone, M.D., an infectious disease physi-
cian and a principal investigator in private
practice. 

“For example, the local IRB would know if
the consent forms need to be written at an 8th
grade reading level or lower so that patients can
understand them,” Dr. Stone says.

John Isidor, CEO and founder of Schulman
Associates Institutional Review Board Inc., says
the FDA guidance provides the central IRB
with several mechanisms to oversee community
involvement.

For example, according to the FDA, a cen-
tralized IRB review process should include
mechanisms to ensure meaningful considera-
tion of relevant local factors. 

Possible mechanisms include: provision of
relevant local information to the central IRB in
writing by individuals or organizations famil-
iar with the local community, institution,
and/or clinical research; participation of consul-
tants with relevant expertise, or IRB members
from the institution’s own IRB, in the deliber-
ations of the central IRB; and limited review of
a central IRB-reviewed study by the institu-
tion’s own IRB, with that limited review focus-
ing on issues that are of concern to the local
community. 

Mr. Isidor says central IRBs will adopt a
methodology of assessment of community atti-

tudes, but every IRB interprets the FDA’s guid-
ance differently as to how to oversee the com-
munity attitudes process. 

“We follow the guidances, which serve the
best interest of anyone in research in the Unit-
ed States,” he says.

Mare Ryan, director of clinical operations,
Liberty IRB Inc., agrees.

“As a central IRB we have an obligation to
find out what the community’s needs are,” she
says. “We use consultants in various areas of the
country so that we are familiar with what’s
going on in the centers in any part of the coun-
try. But if a study is in an area where there is a
vulnerable population, such as native Ameri-
cans, we would also be clued in to those
nuances through our application. The same
would be true if there was a large indigent pop-
ulation or populations that speak a certain lan-
guage.”

Mr. Isidor says another reason for the
increased use of independent IRBs is that insti-
tutions are looking to outsource their industry-
sponsored studies because of the volume of tri-
als they are handling from federally funded
institutions.

“Academic IRBs are under pressure to out-
source,” he says. “They’re losing research oppor-
tunities because some of their academic centers
are not as efficient as they could be. Outsourc-
ing gives them more ways to apportion
resources to manage internal studies.” 

Mr. McDaniel agrees that local IRBs are try-
ing to develop partnerships with central IRBs
because they are so overwhelmed with the vol-
ume of research. 

“I don’t think there is competition between
the two IRB models,” he says. “The local IRBs
are contacting the central IRBs for assistance.
There are about 5,000 local IRBs in the United
States. I would say a growing percentage of local
IRBs are embracing the concept of outsourcing
to central IRBs.”

Ms. Meyer says her organization also is being
contacted by institutions that are evaluating the
possibility of outsourcing their industry-spon-
sored studies.

“The volume of studies is increasing, and
local IRBs just can’t handle the volume they
have with the resources they have,” she says.

Experts say independent commercial IRBs
have more frequent meetings, can have more
resources than local IRBs, and have their sole
organizational focus on providing review ser-
vices.

“An independent IRB simplifies the logistics
of the clinical trial for whoever is managing the
study at the sponsor or CRO level,” Mr. Saun-
ders says. “The basic utility of an independent
IRB is that one review of the protocol is done for
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INSTITUTIONAL review boards

thetically, there may be an ongoing trial that
the board wants to halt because of increased
risks to patients, so they halt the study. Does
that have a financial impact on the IRB? Abso-
lutely. But because the board is independent
their decisions are outside management’s con-
trol, which is appropriate and ethical.”

Mr. Isidor says central IRBs know that if
they are not doing a thorough and diligent
review and a protocol or series of protocols
implode, their review processes will be looked
at under a microscope. Furthermore, if it is
found that the IRB’s processes do not meet reg-
ulatory guidelines, the company will be ruined. 

Another issue that IRBs face is the potential
for sponsors to “IRB shop.”

“People think that IRB shopping comes
from the motive that if the sponsor didn’t get
the right answer it will keep looking until it
finds an IRB that will give it the answer it was
looking for,” Mr. Isidor says. “One IRB may
believe that a study is inappropriate, and anoth-
er may believe that it meets the standards. If the
sponsor of the research reasonably believes that
the research design is adequate, I don’t think it’s
wrong to get a second opinion, in this case a sec-
ond IRB to review the protocol. It’s possible
that the first IRB could be wrong.”

Ms. Meyer agrees and recognizes that there
are many different opinions among different
boards and among different board members.

“One board may not agree with the deci-
sions from a previous IRB, but it’s hard to know
whether that is bad or good,” she says.

Generally, an IRB will ask the sponsor
whether a study has ever been reviewed by
another IRB, and if so if it had not been
approved or had been withdrawn.

“If the answer from the sponsor is yes, the
IRB may ask a series of questions regarding the
design of the protocol,” Mr. Isidor says. “Of
course, if the IRB believes the trial design needs
to be changed, it could become a nonstarter. If
the sponsor has to substantially change its
design, this could negate the whole research
hypothesis.” 

In January 2006, the FDA concluded that
IRB shopping either did not occur enough or

Lynn Meyer
IntegReview 

Sponsors need to be more 
cognizant of the reading levels
involved with informed consent
and take into consideration that the
literacy rate continues to decrease 
in the United States.

multiple investigators as opposed to multiple
reviews of the protocol by many investigators.
It’s not totally clear that those multiple reviews
would add much value to the protection of
human subjects, which is what the IRBs do.”

Central IRBs also can offer a faster
turnaround of reviews and can be more flexible. 

“If there is any type of change to the research
for safety issues, commercial IRBs can convene
on very short notice to address and respond
accordingly,” Mr. Isidor says.

Reviews happen much faster in a central
IRB setting since this is their mission and focus,
Ms. Ryan says. 

“Many times, in a university setting, the
reviewer is a part-time position,” she says. “The
hospital or university wants to maintain control
of its studies and sets up the IRB, but there is a
very different mentality. Generally, there are
more administrative approvals required
through the university or hospital. Hospitals
always have a right to turn down a study even if
the IRB has approved it.”

Ethical Issues
Commercial IRBs can be perceived as hav-

ing a conflict of interest, but experts say there
are plenty of safeguards in place to avoid such an
occurrence. Board members usually are inde-
pendent and are compensated for their time.
They are unaware of the business implications
of their decisions and don’t have any financial
stake in the review.

“The first-rate central IRBs try to insulate
the board members and create a wall so that the
business considerations are not at issue with the
board’s decisions,” Mr. Isidor says. “All of the
major central IRBs have removed from their
boards anyone who has a direct equity interest
in the company.”

Additionally, Mr. McDaniel says, company
management should not be members of the
review boards.

“Board members make the decisions, not the
IRB’s management,” he says. “Different IRBs
operate differently. The IRB pays board mem-
bers a fee or stipend for their service, generally
to attend the investigator meetings and do the
review of the research. And because the board is
independent and autonomous, members aren’t
paid by the pharmaceutical company. Hypo-

James Saunders 
New England Institutional Review Board

Because of the regulatory 
environment, it took a while for sponsors

to embrace the idea and the value that
independent IRBs could provide.

John Isidor
Schulman Associates 

The first-rate central IRBs try to insulate the
board members and create a wall so that
the business considerations are not an issue
with the board’s decisions.
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WHAT AAHRPP EXPECTS FROM ORGANIZATIONS

1. Protecting the rights and welfare of research participants must be

an organization’s first priority. An organization should promote a

research environment where ethical, productive investigation is

valued.

2. Protecting research participants is the responsibility of everyone

within an organization and is not limited to the Institutional

Review Board (IRB). Accreditation examines whether the policies

and procedures of the organization as a whole result in a coherent,

effective system to protect research participants and that all indi-

viduals know their roles and responsibilities.

3. Striving to exceed the federal requirements and continually seek-

ing new safeguards for protecting research participants while

advancing scientific progress must be integrated into an organiza-

tion’s mission.

WHAT ORGANIZATIONS CAN EXPECT FROM AAHRPP

1. The standards for protecting participants in human research will

be clear, specific, and applicable to research across the full range of

settings (e.g., university-based biomedical, behavioral and social-

science research, independent review boards, hospitals, govern-

ment agencies,and others).Standards will address any special con-

cerns (e.g., the use of vulnerable populations or heightened risk to

privacy and confidentiality) that may arise in each setting.

2. The standards will identify outcome measures that organizations

can use to assess and demonstrate quality improvement over time.

3. The standards will be performance-based, using objective criteria

and measurable outcomes to evaluate whether a Human Research

Protection Program effectively implements the standards. The

evaluation will result in a grade of pass or fail for each standard and,

where appropriate, will also include commendations or recom-

mendations for meeting the standards.

4. The accreditation process will provide a clear, understandable

pathway to accreditation, along with equally clear pathways for

appeal and the remediation of identified shortcomings.

5. The accreditation process will be educational, involving collegial

discussion and constructive feedback. The accreditation process

will identify areas in which the Human Research Protection Pro-

gram does not yet meet the standards and give organizations the

opportunity to discuss potential program improvements.

6. The accreditation process will be responsive to changes in federal

regulations and to standards that will evolve based on what AAHRPP

learns from accrediting organizations from research settings.

Within a Human Research Protection Program,responsibilities must

be delegated for providing ethical review and oversight of research.

These responsibilities may be distributed differently in different organi-

zations; in many organizations the IRB along with the support person-

nel and systems provide these functions. In more complex organiza-

tions, there might be multiple IRBs, a general oversight office, or

individual organizational officials with oversight responsibilities.

The Human Research Protection Program must have mechanisms in

place to ensure the independence of its ethical review and oversight

functions from other units within the organization, particularly with

respect to decision-making regarding the ethics of research involving

human participants. IRB structure, composition, operations, and review

standards are set forth in federal regulations.

A major IRB responsibility is to determine that the risks of the pro-

posed research are reasonable in relation to the potential benefits to

the participants and to society and that risks are minimized to the

extent possible consistent with sound research design. In addition, the

IRB must determine that the risks of research do not fall disproportion-

ately on one group while the potential benefits accrue to another.

IRBs must approve a consent process that is voluntary and fully

informs the prospective participant about the research study. Individu-

als who are particularly vulnerable or whose capacity to consent may

be in doubt require additional protections.

IRBs must determine that the research is designed to respect indi-

vidual privacy and preserve the confidentiality of identifiable informa-

tion.

Finally, IRBs have ongoing responsibility for approved research to

oversee that the welfare of the participants is protected and to deter-

mine that the risks and potential benefits remain reasonable.

In carrying out its obligations, an IRB may approve, disapprove, or

require modifications to research protocols. It also may suspend or ter-

minate its approval of ongoing (previously approved) research.

Accreditation Standards for IRBs
THE ASSOCIATION FOR THE ACCREDITATION OF HUMAN RESEARCH PROTECTION PROGRAMS INC. (AAHRPP) IS A NONPROFIT 

ORGANIZATION THAT OFFERS ACCREDITATION TO INSTITUTIONS ENGAGED IN RESEARCH INVOLVING HUMAN PARTICIPANTS.

AAHRPP has adopted nine principles for accreditation of human research protection programs.These nine principles serve as the foundation for

the structure and content of AAHRPP’s accreditation standards.The standards themselves are designed to help organizations consistently meet

ethical principles and standards for protecting research participants, yet be flexible enough to account for the diverse institutional and cultural 

contexts in which research is conducted and reviewed.

Source: Association for the Accreditation of Human Research Protection Programs (AAHRPP),Washington, D.C. For more information, visit aahrpp.org.
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didn’t present a big enough problem to the
extent that warranted rulemaking at the time. 

Certification and 
Accreditation 

The organization called Public Responsibil-
ity in Medicine and Research (PRIM&R) certi-
fies board members and IRB staff. Begun as an
initiative to help its members meet profession-
al development goals, the Council for Certifica-
tion of IRB Professionals (CCIP) was estab-
lished in 1999. 

The certification process is voluntary and
individuals who satisfy the educational and
employment requirements and pass the exami-
nation receive the designation of Certified IRB
Professional (CIP). 

The certification process evaluates and vali-
dates individuals’ knowledge of ethical princi-
ples, historical events, regulatory requirements,
and operational and functional issues relating
to IRBs and human-subject protection pro-
grams.

PRIM&R also offers educational programs

that cover the ethics, history, and federal regu-
lations related to the conduct of biomedical and
social science research on human subjects.

IRB accreditation is done through the Asso-
ciation for the Accreditation of Human
Research Protection Programs (AAHRPP).
Originally incorporated in Massachusetts under
the auspices of founding member PRIM&R,
the association was later incorporated as a non-
profit organization in Maryland in 2001.

Accreditation involves a set of objective
standards to evaluate the quality and level of
protection that an organization provides
research participants. AAHRPP accreditation
is valid for three years. Accredited organiza-
tions submit annual reports to AAHRPP on
the status of their human research protection
programs.

Accreditation is a goal for most institutions,
Ms. Meyer says. 

“Our organization is in the process of obtain-
ing accreditation now,” she says. “It’s a lengthy,
time-consuming process, but once IRBs achieve
the accreditation, they’re telling the industry
that they are going above and beyond the feder-
al requirements for protecting subjects.” ✦

PharmaVOICE welcomes comments about this

article.E-mail us at feedback@pharmavoice.com.
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clinical-research.com.

Experts on this topic

FDA’s View on Central IRBs

I
In March 2006,the Food and Drug Administration issued a guidance document for indus-

try on using a centralized IRB for multicenter clinical trials.The guidance indicates that the use

of a centralized IRB review process is consistent with the requirements of existing IRB regu-

lations, provided that the IRB is competent to understand the local context of the research.

This would require sensitivity to community attitudes and the ability to ascertain the

acceptability of proposed research in terms of institutional commitments and regulations,

applicable law, and standards of professional conduct and practice.

The guidance states IRB review, through its membership, is intended to provide mean-

ingful consideration of various local factors in assessing research activities, including the cul-

tural backgrounds (e.g., ethnicity, educational level, religious affiliations) of the populations

from which research subjects will be drawn, community attitudes about the nature of the

proposed research, and the capacity of the institution to conduct or support the proposed

research. The guidance says intercommunity differences could influence assessments of

whether mechanisms of subject selection will be equitable, whether adequate provision is

made to minimize risks to vulnerable populations, and the adequacy of the informed con-

sent process.

Sponsors can initiate plans for use of a centralized IRB review process and facilitate agree-

ments and other necessary communications among the parties involved.

The central IRB is the IRB that conducts reviews on behalf of all study sites that agree to

participate in the centralized review process. For sites at institutions that have an IRB that

would ordinarily review research conducted at the site, the central IRB should reach agree-

ment with the individual institutions participating in centralized review and those institu-

tions’ IRBs about how to apportion the review responsibilities between local IRBs and the

central IRB.

Source: Food and Drug Administration, Rockville, Md.
For more information, visit fda. gov/cder/guidance/OC2005201fnl.pdf.

To access a FREE Podcast on this topic, featuring 
Lynn Meyer, go to pharmavoice.com/podcasts.
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