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tember 2, Public Citizen and oth-
ers again petitioned OSHA to is-
sue regulations limiting residents’ 
work hours to 16 per shift and 80 
per week without averaging, argu-
ing that “research has connected 
the typical resident work schedule 
to harm in four specific areas: 
motor vehicle accidents, mental 
health, pregnancy, and percutane-
ous injuries.” 5

A statement issued by David 
Michaels, assistant secretary of la-
bor for occupational safety and 
health, suggested that OSHA may 
be more sympathetic to the peti-
tion now than it was in 2001, 
when it was under a Republican 
regime. Michaels wrote, “We are 
very concerned about medical res-
idents working extremely long 
hours, and we know of evidence 
linking sleep deprivation with an 
increased risk of needle sticks, 
puncture wounds, lacerations, 
medical errors and motor vehicle 
accidents. We will review and 
consider the petition.”

The ACGME initially said its 
“enhanced standards” would take 
effect in July 2011,2 but it has 
come under pressure to delay the 
effective date until July 2012 be-

cause of the complexities of im-
plementation. The council is con-
sidering this possibility — but 
recognizes that such a delay might 
not be well received by the pub-
lic and could influence OSHA’s 
consideration of the petition.

The IOM recommendations 
have so far spurred no action in 
Congress, where residency issues 
were placed on a back burner 
during the health care reform 
debate. If Democrats retain con-
trol of the House, its Energy and 
Commerce Committee, whose 
leadership requested the IOM 
study, might take testimony on 
residency hours in the context of 
Medicare funding of GME. If Re-
publicans take control of one or 
both congressional houses, they 
may reexamine the rationale for 
Medicare’s investment in GME as 
part of efforts to pare the fed-
eral deficit. Regardless of the 
election results or OSHA’s deci-
sion on the petition, residents’ 
duty issues will remain part of 
the ongoing private–public dia-
logue, given the interest of the 
populace, the concerns of policy-
makers, and emerging worries 
that too few doctors are being 

trained to treat the millions of 
people who will receive new health 
coverage under the Affordable 
Care Act.
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Final Duty-Hour Standards

The Paradoxical Problem with Multiple-IRB Review
Jerry Menikoff, M.D., J.D.

The federal system for protect-
ing research subjects was de-

signed decades ago, when most 
research studies took place at a 
single institution. These days, if 
a study is conducted at multiple 
sites, an ethics review by an in-
stitutional review board (IRB) may 
be repeated many times. This 
practice has been criticized for 
both wasting resources and lead-
ing to inappropriate delays in the 
conduct of research.1

One might suppose that this 

resource-intensive effort at least 
substantially improves the ethi-
cal integrity of multisite studies. 
In fact, however, there is reason 
to believe that not only do these 
duplicative reviews provide rela-
tively few benefits, but the cur-
rent framework may actually re-
duce the likelihood that studies 
are in keeping with relevant eth-
ical standards.

The current federal regulations 
for protecting research subjects 
require that studies be reviewed 

by an IRB, which must make var-
ious determinations regarding the 
risks and benefits of the study 
and the adequacy of the informed 
consent to be obtained from sub-
jects. Each institution engaged 
in the research — and thus gen-
erally each individual study site 
— must obtain IRB approval.

Since the precursors to the cur-
rent regulations were developed 
when multisite studies were few 
and far between,2 they did not di-
rectly address the special issues 
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associated with such studies. 
Nonetheless, the regulations are 
somewhat flexible. Although each 
participating institution must get 
IRB approval, it need not have its 
own IRB perform the review — 
it can designate any IRB to do so. 
Yet many institutions that have 
their own IRBs are unwilling to 
rely on an outside IRB’s review,1 
most commonly for reasons re-
lated to liability or control. Some 
institutions are concerned that 
if they use an outside IRB and it 
is later determined that the study 
was not in compliance with reg-
ulations, the institution will be 
tarnished — and possibly sued — 
even though its employees were 
not responsible for any misdeeds. 
Other institutions are simply un-
comfortable with the idea of leav-
ing such approvals up to an out-
side IRB.

The result is that a great deal 
of resources are devoted to the 
ethics review of multisite studies, 
including time spent on investiga-
tors’ applications for approval, the 
administrative work and meetings 
of the IRB, any follow-up work the 
IRB requires for approval, and so 
forth. Nearly identical processes 
are repeated at many locations. 
And whereas the original IRB re-
view system was very focused on 
local issues (e.g., the prevailing 
ethics of that community), such 
issues are relatively straightfor-
ward in most multisite clinical tri-
als and usually do not play a ma-
jor role in IRB deliberations.

So what does all this effort get 
us? Among IRBs’ most impor-
tant roles in reviewing studies 
are their review of the protocol 
(including the study design) and 
their review of the consent form 
and procedures related to obtain-
ing consent. In terms of protocol 
review, the current system where-
by multiple IRBs review a multi-
site study leads to a diffusion of 

responsibility and reduces the 
likelihood that appropriate chang-
es will be made to protocols.

For scientific reasons, all sites 
conducting a given study must 
use essentially the same protocol. 
Permitting substantial variation 
in what happens to subjects at 
different sites introduces bias and 
risks rendering the study results 
uninterpretable. An IRB that re-
views the protocol on behalf of 
a single site is well aware of this 
circumstance. If that IRB has seri-
ous concerns about the study de-
sign, it usually simply prevents 
the study from being conducted 
at that site, and the study sponsor 
finds another site or increases re-
cruitment at the remaining sites. 
There is generally no change in 
the protocol3 — and therefore no 
reduction in the number of sub-
jects exposed to whatever risks 
the IRB identified.

In many instances, the IRB’s 
concerns are not even conveyed 
to IRBs at other study sites: the 
applicable federal regulations 
(apart from certain types of re-
search involving emergency con-
ditions) don’t require such com-
munication. Indeed, there have 
been anecdotal reports of spon-
sors’ warning IRBs that discuss-
ing their concerns with other sites 
would represent a breach of con-
fidentiality agreements.

Perhaps most important, not 
only does this arrangement dis-
courage single-site IRBs from at-
tempting to change the protocol, 
it results in an authority vacuum 
that leaves no IRB feeling empow-
ered to change the protocol. As a 
result, often no IRB takes charge 
of identifying and making needed 
changes. The end result can be 
worse than it would have been if 
the study had been reviewed by 
only one IRB, which would have 
recognized and exercised its au-
thority to shape the protocol.

By contrast, in approving the 
patient consent form to be used 
at their sites, IRBs do indeed have 
and regularly exercise the ability 
to make changes to the proposed 
template consent form for a multi-
site study. In a curious way, how-
ever, that discretion can create 
its own problems. On the one 
hand, that template may already 
have been fully compliant with 
applicable ethical and regulatory 
standards, in which case any 
changes that IRBs require would 
probably reflect relatively minor 
preferences as to word choice and 
grammar. The time that admin-
istrative staff members and re-
searchers then expend on making 
those changes would not be par-
ticularly well spent. 

If, on the other hand, an IRB 
correctly identifies serious prob-
lems with a consent form and 
asks for changes to be made in 
the version used at its site, these 
concerns are frequently not com-
municated to other IRBs, and in-
adequate consent forms may still 
be used at many or most sites. 
Moreover, if the changes to a con-
sent form are meaningful, they 
will presumably have an effect on 
prospective subjects’ decisions re-
garding enrollment in the study 
— which means that there will 
be differences among the popu-
lations enrolled at different sites. 
Now we are back to the problem 
that led to the requirement that 
the same protocol be used at all 
sites: if the creation of such 
meaningful differences among 
sites is permitted, bias is intro-
duced into the study. And reduc-
ing the likelihood that a study 
will produce meaningful results 
reduces its ethical integrity, since 
there will be less justification for 
exposing subjects to risks.

There is little evidence that 
having multiple IRBs review a 
single study has led to the ethi-
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cal improvement of protocols or 
consent forms.3 On the contrary, 
this practice seems to pose a 
significant risk of diminishing 
studies’ ethical integrity. Fortu-
nately, some ways of changing 
this system are being explored. 
Recently, the Office for Human 
Research Protections put out for 
public comment a proposal to 
receive direct authority to take 
action against IRBs — as distinct 
from the institutions conducting 
the research — for noncompli-
ance with regulations.4 The in-
tent is to encourage greater reli-
ance on outside (and central) IRBs 
by assuring the individual insti-
tutions participating in multisite 
studies that they would not be 
blamed if an outside IRB were 
responsible for violations.

Another approach to reducing 
the number of IRB reviews would 
be to have sponsors require the 
use of a central IRB as a condition 
for participating in a study. Noth-
ing in the existing U.S. regulations 
would prevent them from doing 

so. The Department of Veterans 
Affairs currently operates exactly 
such a system for a select group of 
studies. In an attempt to constrain 
the duplication of review efforts 
for international multisite studies, 
the European Union is taking a 
different approach: it now restricts 
each participating country to a 
“single opinion” representing the 
ethics review for that country, 
“notwithstanding the number of 
Ethics Committees” involved.5

Any one or a combination of 
these approaches may turn out to 
be satisfactory. But recognizing 
that the problem with multiple-
IRB review relates not merely to 
wasted time and effort but also 
to less-than-optimal protection of 
people who volunteer to partici-
pate in research should add ur-
gency to our efforts to solve this 
problem.
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Public Release of Clinical Outcomes Data — Online CABG 
Report Cards
Timothy G. Ferris, M.D., M.P.H., and David F. Torchiana, M.D.

On September 7, 2010, Con-
sumers Union (publisher of 

Consumer Reports) reported the re-
sults of coronary-artery bypass 
grafting (CABG) procedures at 221 
U.S. cardiac surgery programs.1 
The voluntary reporting of risk-
adjusted outcomes in approxi-
mately 20% of U.S. cardiac surgery 
programs is a watershed event in 
health care accountability.

The reported ratings derive 
from a registry developed by the 
Society of Thoracic Surgeons (STS) 
in 1989. More than 90% of the 
approximately 1100 U.S. cardiac 
surgery programs participate in 

the registry. Registry data are 
collected from patients’ charts 
and include key outcomes such as 
complications and death, the se-
verity of preoperative illness, co-
existing conditions, surgical tech-
nique, and medications. These 
data are maintained by the Duke 
Clinical Research Institute and 
are analyzed with the use of 
well-tested statistical methods. 
The data-collection and auditing 
methods, specifications of the 
measures, and statistical ap-
proaches have evolved over the 
course of two decades and reflect 
a substantial commitment by 

cardiac surgeons and their lead-
ership.2,3

For years, participants in the 
STS registry have been examin-
ing these data and using them 
to make improvements. What 
does the public now get to see? 
Each surgical program that has 
chosen to make its data public 
is assigned a rating of one, two, 
or three stars. Stars are assigned 
on the basis of results on 11 per-
formance measures (see table) that 
have been endorsed by the Nation-
al Quality Forum. The rating de-
pends on whether the risk-adjusted 
outcomes in a program fall be-

The New England Journal of Medicine 
Downloaded from www.nejm.org by MARCO ROMANO on October 20, 2010. For personal use only. No other uses without permission. 

Copyright © 2010 Massachusetts Medical Society. All rights reserved. 




