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Clinical research has undergone remarkable and beneficlal expan-
slon in the past 25 years, but with this growth has come an
unprecedented Increase In workload for the human subects pro-
tectlon system. Recently, a major change In federal oversight of
local Institutional review boards (IRBs) became evident. Although
It was not announced publicly, In 1998 and 1999 federal regula-
tory actlons agalnst local IRBs Increased threefold. Partlcularly
notable was the marked Increase in regulatory actions taken
agalnst the IRBs of academic med|cal centers (1 In 1997 compared
with 14 In 1999}, Ironically, this apparent federal crackdown be-
gan at the same time that two federal review panels called for
major changes in the regulations goveming local IRBs. A key
factor In the current crisis in the funetion of local IRBs Is the
ascendance of multicenter dlinlcal trials as the dominant form of

clinical research. Local IRBs were not designed to handle the
initial evaluation and ongoing review required by the rapidly in-
creasing number of multicenter clinical trials. Furthermore, local
IRB review of the thousands of safety reports from multicenter
dinlcal trlals monopolizes resources without promoting patient
safety. Instead of rigid enforcement of outmoded regulations that
do not contribute to patient safety, the responsibllities of the local
IRB In the oversight of multicenter clinical trials must be system-
atically evaluated.
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In September 1999, all human studies were suspended
at our medical center, the University of Celorado
Health Sciences Center. This action was taken by the
U.S. Food and Drug Administration (FDA) and the
Office for Protection from Research Risks (OPRR) be-
cause issues raised in a previous audit of the local insti-
tutional review board (IRB) had not been adequarely
addressed. As clinical investigators, we were shocked to
find our institution in this situation. Clinical trials eval-
uating innovative treatments were interrupted for 4
months, and even now, the effects of the suspension
linger.

Qur purpose is not to contest the specifics of the
suspension at our institution. Although we disagree with
some aspects of the present IRB system, our institution
had a responsibility to follow that system and failed to
do so. The IRBs of other medical centers have also had
similar suspensions or warnings in the past few years.
Our purpose is to examine the problems underlying
recent federal regulatory actions against IRBs.

FEDERAL OVERSIGHT OF LocaL IRBs

All federally sponsored human studies, except those
meeting specific criteria for exemption, and human
studies of drugs or devices regulated by the FDA must
be reviewed by an IRB. The IRB system was developed

1 52| © 2001 American College of Physicians—American Society of internal Medicine

in the 1970s in response to studies with reprehensible
disregard for the safety and autonomy of patients (1, 2).
Most IRBs in the United States exist locally, at the 3000
to 5000 acadernic medical centers, hospitals, and clinics
carrying out clinical research (3). Because there is no
central registry, details on the number and types of IRBs
in the United States are not available (4).

Federal regulations, which are administered by FDA
and OPRR (recently reorganized as the Office for Hu-
man Research Protections), specify the composition and
function of IRBs (5-7). The required components of
IRB activity include review of fundable federal grant
proposals (8), review of research protocols involving
humans, approval of consent forms, and monitoring of

ongoing studies (“continuing review”) at least annually (7).

MuLricenTer CLinicaL Triats AND Local [RBs
Clinical research has undergone remarkable expan-
sion in the past 25 years. According to one estimate, the
number of protocols submitted to local IRBs increased
42% in just 5 years (3). Most of the expansion in clin-
ical research has been in the form of multicenter trials
(3), which present major problems for a local IRB. In
addition to the sheer volume of protocols to consider,
multicenter crials generare thousands of safety reports
(on death and hospiralization, for example) because of
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the treatment, the severity of the disease, or the large
numbers of participants.

These protocols and safety reports are reviewed by
an organization analogous to a jury. Local IRBs must
include members from outside the institution, science,
and medicine; in fact, no action of a local IRB is valid
unless at least one designated “nonscientific member” is
. present {7). Although the IRB staff may devote their full
attention to oversight of research, the members them-
selves, by design, do not. Given this constraint, simple
mathematics illustrates the “pressure cooker armo-
sphere” (9) faced by local IRBs.

Assume that an academic center has 500 new and
1000 ongeing studies per year (3, 9). All of these studies
are to be reviewed by two IRBs, each of which meets 22
times per year for 3 hours per meeting. Assuming that
new protocols require twice as much time to review as
continuing studies, the IRB has 8 minures per new
study (11.4 per meeting) and 4 minutes per continuing
review {22.7 per meeting). This simple analysis does not
allow for time spent on any activity other than consid-
eration of protocols requiring full committee review and
probably overestimares the time available for protocal
review. Indeed, a recent federal review found that the
average local IRB meeting lasted 2.5 hours and included
18 initial reviews, 9 expedited reviews, 43 amendments,
and 21 safety reports (3).

FeDERAL REGULATORY ACTIONS AGAINST LocAL IRBs

Although it was not announced publicly, federal
oversight of local IRBs recendy underwent a major
change (4). The number of regulatory actions by FDA
and OPRR tripled from 1997 to 1999, and regulatory
actions against academic medical centers increased even
more sharply (1 in 1997 compared with 14 in 1999).
Given the problems of local IRBs, some might suggest
that the increase in regulatory actions is fully justified,
even overdue. We counter that they represent the cracks
in a system overloaded by outmoded regulations.

The key findings in the warning letters sent to local
IRBs by the FDA (available at www.fda.gov/foi/warning
hem faccessed 12 November 2000]) and the OPRR
{which can obtained through a Freedom of Information
Act request) in 1999 are summarized in the Table.
Prominent among them are lack of substantive continu-
ing review and inadequate review of safety reports.

www.aanals.org

Table. Reasons for Regulatory Actions by the U.S. FDA .
ot the Office for Protection from Research Risks against
Local (RBs during 1999*

Reason Local IRBs
Cited, nt

Inadequate documentation 17
Inadequate continuing review of previously approved

protocols 16
Inadequate written procedures 15
Inapproprlate use of expedited review or

Inappropriate waiver of consent 15
Deficient consent forms 12

Inadequate review of safety reports

Inadequate attention to vutnerable populations
Inappropriate voting proceduras?

Inadequate training of IRB members or Investigators
Failure to review required changes

Other§

Omnmat~do

o

* FDA = Food and Drug Administrarion; [RB = insti | review board,

T Daca are from 22 IRBs, All were cited for more than one infraction.

# Lack of quotum, lack of nomscientific metmbet, and failure to assurc that IRB members with
2 conflicr of interest do nor vore.

§ Includes inadequate stafl, inadequate initial review, lack of diverse membership, and Riluce 10
review grant applicacions.

These actions are mandated in federal regulations and
would seem to be critical to protecting patients in clin-
ical erials. However, recent reviews by the Office of the
Inspector General of the Department of Health and
Human Services and a panel of the National Institutes
of Health {NIH) concluded that the continuing review
process should be completely recvaluated and that local
IRBs should not be required to review off-site safety
reports (3, 10).

LocaL Review OF SAFETY REPORTS FROM
MuLTicenNTER CLINICAL TRIALS

The following example illustrates the problems of
local IRB review of safety reports from multicenter tri-
als. Adefovir, a drug with promising in vitro activity
against HIV, hepatitis B, and several herpesviruses (11),
was well tolerated in early clinical studies. However,
when adefovir was given for more than 6 months, 17%
1o 35% of patients developed renal toxicity (12, 13). As
a result, an FDA advisory panel recommended against
approval, and the manufacturer stopped development of
adefovir for HIV treatrment. (Much lower doses are be-
ing evaluated for treatment of chronic hepatitis B.) The
system worked: A promising agent was evaluated in a
controlled fashion, and an unexpected toxicity was iden-
tified and appropriately managed. However, local IRB
review played no role in this sequence of events. The
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renal toxicity was identified at the data centers of the
randomized trials, and warning letters were promptly
sent to investigators.

Although some might take this example as further -

evidence of the need for local IRBs to perform substan-
tive review of safety reports, the failure of local IRBs to
derect renal roxicity of adefovir is inherent in the system.
Even if given unlimited time and resources, local IRBs
could not critically evaluate safety reports from multi-
center trials because they lack the data elements needed
for meaningful analysis: the denominarors and study as-
signment. Without these key pieces of information, off-
site safety reports become a flood of anecdotes with little
meaning. For example, as clinical investigators, we re-
viewed and filed with the local IRB a stack of adefovir
safety reports 10 inches thick; however, the aggregate
was less informative than the two-page warning letter
from the data centers. As summarized in the NIH re-
view, “receipt of data that are neither aggregated nor
interpreted does not provide useful information to the
IRB to allow it to make an informed judgement on the
appropriate action to be taken, if any” (10).

Patient safety in multicenter trials is monitored ap-
propriately by central dara management organizations
and Data and Safery Monitoring Boards, which are
composed of experts in the disease being studied and the
conduct of clinical trials (14—18). All NIH-sponsored
phase III trials are reviewed periodically by Data and
Safety Monitoring Boards (10); this requirement could
be extended to industry-sponsored studies.

The analysis of safety reports from multicenter trials
illustrates an important theme of our concerns about
research oversight: This function is critical, but it should
not be a responsibility of the local IRB. The report of
the Office of the Inspector General recognized this key
point and recommended that federal agencies change
the regulations governing local IRBs: “The NIH/OPRR
and FDA should work with [RBs and others in idensi-
fying the specific Federal requirements to be eliminated
or modified” (3).

LocaL IRB Review of MULTICENTER CLINICAL TRIALS

Local IRB review of off-site safety reports from mul-
ticenter trials is an example of an unnecessary redun-
dancy that ties up the currenc system. Are there other
such redundancies? It is reasonable to ask whether local
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IRBs play any meaningful role in multicenter trials. The
content of federally sponsored multicenter protocols is
extensively reviewed before development of a final ver-
sion for study sites. As a result, it is unlikely chac a local
IRB will have substantive objections to the scientific
content of such studies. We are uncertain whether the
same considerations apply to industry-sponsored trials.
There is certainly a need for IRB review of multicenter
trials, bur it is not clear that patient safety is enhanced
by duplicating this process at the IRB of every study site.

Even the much-touted role of local IRBs in assuring
that consent forms be appropriate for the local popula-
tion is questionable. Studies in the past 20 years dem-
onstrate that most consent forms are written ar an inap-
propriate reading level for most patients (17-19) and are
not improved by local IRB review (20). A well-formu-
lated central IRB with expertise in the communication
of complex material may assure more appropriate con-
sent forms than overburdened local IRBs can. For
example, the National Cancer Institute used a multi-
disciplinary team to develop a templarte that markedly
simplifies the language of consent forms (21). Moreover,
OPRR guidelines appropriately point out that informed
consent should be an ongoing process; patients should
be promptly informed of changes as new information
becomes available (22). The current system, in which all
changes to consent forms must be reviewed by multiple
local IRBs, impedes this important aspect of informed
consent. Finally, the translation of consent forms into
the native languages of the target patient populations, an
important part of informed consent, would be dramati-
cally easier if all study sites used a standardized consent
form.

Local review of multicenter protocols certainly has
negative cffects (23, 24). A questionnaire-based study on
the effect of birth weight on child development required
submission of 1095 copies of the protocal, 1116 forms,
and additional supporting documents to 145 IRBs in
the United Kingdom (25). Responses to this remarkably
duplicative process varied greatly, including diametri-
cally opposed mandates (26), and 22% of the IRBs had
not responded within 3 months. Comparable data have
not been reported from the United States, but our ex-
perience suggests that valuable research is unduly de-
layed here as well.

Finally, we are concerned that involvement of local
IRBs in all aspects of multicenter clinical trials overloads
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the system, and as a result the local IRB cannot carry out
the functions it uniquely can perform. Some of the most
worrisome lapses in protection of human subjects in the
past decade involved abuses in the process of obtaining
informed consent, not the wording of informed consent
documents (27). Preventing these kinds of abuses may
require such actions as on-site monitoring of the process
of obraining informed consent, not additional paper-
work.

ALTERNATIVES TO THE CURRENT SYSTEM

We believe that the information in the Table does
not reflect a crisis in human subjects protection but
rather a crisis in local IRB function brought on by the
administrative burden of multicenter clinical trials. How
can this crisis be resolved? Independent IRBs, which
oversee geographically dispersed study sites, have be-
come more common in the past decade and are increas-
ingly being used for industry-sponsored studies (28). In-
dependent IRBs probably work more quickly than local
IRBs, but there are appropriate concerns about the con-
flict of interest that may occur when the IRB is paid
directly by the sponsoring pharmaceutical company
(28). Additional safeguards may be necessary to ensure
that the members of such IRBs are insulated from pres-
sure by study sponsors.

The United Kingdom instituted a two-tiered system
in which regional IRB review of multicenter protocols is
followed by expedited local review. In its first year of
operation, this system had mixed results (29, 30), but it
may improve oversight of multicenter trials. In the
United States, regulations permit one IRB to delegate its
oversight responsibility for a study to another IRB (5),
allowing centralized review of multicenter clinical trials.
The National Cancer Institute is undertaking a pilot
evaluation of a central IRB (31). The optimal mix of
central and local review of multicenter trials has not
been identified, but the failings and inefficiencies of the
current system demand innovarion.

What, then, is the appropriate role of the local IRB?
In our view, it includes training of investigators in per-
formance of ethical clinical research (such as confiden-
tiality and elements of informed consent), observation
of methods used to recruit and enroll patients, and more
detailed review of research performed solely within that
institution. The safeguards built into the present system
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for multicenter trials do not extend to intramural re-
search. If unburdened of the meaningless aspects of
oversight of multicenter trials, the local IRB should have

the time and resources to do these tasks well.

THE IMPORTANCE OF CLINICAL TRIALS

Many controversies exist in the ethics of clinical re-
search (32), but we do not regard any of the foregoing
discussion as a disagreement over ethics. The issue is
how best to assure patient safety and autonomy in clin-
ical trials, not whether it is necessary to do so. Further--
more, we must remember that well-conducted research
protects the general patient population from very real
risks—those of unproven therapy.

A defining characteristic of western medicine is the
willingness to subject appealing hypotheses and treac-
ments to rigorous evaluation in clinical research. The
history of medicine provides numerous examples of prom-
ising medical or surgical treatments that harmed rather
than helped (33, 34). An additional lesson from medical
history is that promising treatments will be imple-
mented regardless of whether they have been rigorously
evaluated. The medical profession and the public de-
mand innovative approaches to human disease, and this
demand will not be regulated out of existence (35). Sev-
eral treatments and procedures that are commonly used
today in the absence of data from controlled trials gen-
erate substantive concerns about patient safety (36, 37).

Therefore, from the standpoint of patient safety, the
regulatory system should encourage more well-designed
clinical research, not less. We are concerned that the
long-term result of the federal crackdown on local IRBs
will be a decrease in clinical research as the process be-
comes increasingly slow and burdensome. The effects of
such a slowdown in clinical research could include in-
creased use of off-label treatments that have not been
rigorously evaluated in clinical trials.

We are in the midst of revolutionary developments
in medical diagnostics and therapeutics, but these new
tools must be evaluated in clinical trials. A critical but
neglected part of the infrastructure to perform these tri-
als is the IRB system. Local IRBs are in crisis, trapped
berween demands for more clinical research and the re-
quirements of federal regulations that were not designed
for multicenter trials. This problem will not be solved
through more vigorous enforcement of outmoded regu-
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lations; rather, we need a thorough overhaul of the sys-
tem, in which the parts that monopolize resources and
do not contribute to patient safety are modified or elim-
inared.
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Personae

In an effort to bring people to the pages and cover of Annals, the editors
Invite readers to submit photographs of people for publication. We are
lacking for photographs that catch people In the context of thelr lives and
that capture personality. Annals will publish photographs In black and white,
and black-and-white submissions are preferred. We will also accept color
submissions, but the decision to publish a photograph will be made after the
image Is converted to black and white. Slides or prints are acceptable. Print
sizes should be standard (3" x 5", 4" x 6", 5” x 7", 8" x 10"). Photographers
should send two copies of each photograph. We cannot return photographs,
regardless of publication. We must receive written permission to publish the
photograph from the subject (or subjects) of the photograph or the subject’s
guardian If he or she Is a child. A cover letter assuring no prior publication of
the photograph and providing permisslon from the photographer for Annals
to publish the image must accompany all submissions. The letter must also
contain the photographer’s name, academlc degrees, Instituticnal affiliation,
maiting address, and telephone and fax numbers,

Selected Personae submissions will also appear on the cover of Annals. We
look forward to recelving your photographs.
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