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I n these days of evidence-based health care, the effec-
tiveness of all areas of practice is being evaluated. This 
includes research ethics and the work of institutional 

review boards (IRBs). Several empirical studies have exam-
ined the workings of various aspects of IRBs, with the first 
systematic review of these studies published earlier in 2011.1 
The results of these studies provide some insights into how 
well IRBs are achieving their objectives, suggest changes 
that may be helpful, and point toward the need for further 
research on particular topics.

Concerns have been raised around the world that IRBs are 
not functioning well. Problems with excessive workloads, 
lack of training, conflicts of interest, excessively slow review, 
overly bureaucratic procedures, lack of resources, and failure 
to identify significant ethical problems have been raised in 
the United States, the United Kindgom, Australia, New 
Zealand, and elsewhere.2 The IRB system has been described 
as dysfunctional, overburdened, overreaching, inefficient, 
costly, and outdated.1 The burdens of IRB review have been 
blamed for contributing to a preference to conduct research 
on animals even when human studies would be more appro-
priate.3 Some now claim that ethics regulation costs lives that 
would otherwise have been saved.4

At the same time, the importance of ethical review, informed 
consent, and harm-benefit assessment is not minimized by 
critics. Ethical violations not only cause immediate harm to 
subjects, but impact public confidence in research oversight 
and recruitment of participants to other studies.5 It is not 
research ethics per se that is criticized, but the mechanisms 
by which research ethics is reviewed and proposals approved 
or rejected. 

Empirical assessment of IRB structures and functions has 
been highlighted as one way to provide objective evidence as 
to whether or not the system is broken and how it might be 
fixed. 

The burdens imposed by ethics review might be justified 
if it could be shown that, on balance, it does more good 
than harm to patients’ interests…. It is time that a more 
concerted effort be made to assess the likelihood of ben-
efits, harms, and costs of different approaches to ethics 
review for different types of evaluation.6 

As early as the 1970s, it was recognized that objective evalu-
ation of IRBs’ performance would greatly assist in determin-
ing their impact.1 In spite of many calls for empirical studies, 
the evidence remains sparse. Greg Koski, the first director 
of the U.S. Office for Human Research Protections, and 
has stated that, “We still don’t have direct evidence that the 
current process is actually preventing harm. We need solid 
empirical research on whether the IRB process is actually 
working.”7
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Currently, U.S. regulations for human subjects research are 
under review.8 The Common Rule was put into place in 1991 
and has basically remained unchanged since then. While 
change is to be welcomed, it is important that the impact of 
any change be measured. Empirical research on the effective-
ness of ethics review will be needed to give objective data on 
whether the ensuing changes relieve the bureaucratic burden 
and improve the protection of research subjects. 

Systematic Review  
of Empirical Studies
The first step is to get an accurate view of where things cur-
rently stand. This is provided by the 2011 systematic review.1 
The reviewers identified more than 1,500 publications, of 
which 111 were empirical studies of IRBs or research ethics 
committees (RECs). The authors limited their review to U.S. 
IRBs, which included 43 studies. These were categorized 
into one of four groups: 

 ■ Studies of IRB structures and metrics

 ■ Studies examining how IRBs implemented federal  
guidelines

 ■ Studies examining variation between IRBs 

 ■ Outcome studies examining IRB decisions

IRB Structure Studies

The group included 16 studies that examined IRB mem-
bership characteristics, training, costs, and work volume. 
Study designs were variable and focused on different issues. 
Financial conflicts of interest were commonplace. In differ-
ent studies, concerns were raised about committee composi-
tion, training, administrative support, costs, and variability. 
Overall, these studies recommended increasing the diversity 
of IRB membership, improving training, managing finan-
cial conflicts of interest, centralizing review, and developing 
performance measures.

IRB Process Studies

Five studies in this group examined particular aspects of the 
process of IRB review. All of these examined how the IRBs 
had functioned in light of federal regulations. The stud-
ies reported that IRBs found the regulations challenging to 
implement consistently. Two studies examined the citation 
letters received by IRBs, which included deficiencies in these 
processes. These studies recommended that IRB members 
needed clearer guidance and training in the regulations and 
requirements, that the regulations should be applied more 

consistently, and that the performances of IRBs needed to be 
measured. 

IRB Variation

A group of 16 studies examined variation in the way differ-
ent IRBs reviewed the same research proposal in multicenter 
studies. Considerable variation was found between the IRBs 
in these studies. They varied in the type of review required, 
the length of time the review took, the level of risk designat-
ed, the method of subject recruitment found acceptable, the 
concerns raised, the changes required, and the final determi-
nation. As would be expected, all these studies recommended 
the development of processes that would reduce variation and 
improve efficiency.

In response to such concerns, centralized IRB reviews in-
creasingly are being used in multicenter studies. The Nation-
al Cancer Institute and the Veterans’ Administration have 
procedures for such reviews. However, concerns are expressed 
about centralized review that it may miss important local 
input into the review process.9 Local review allows distinctive 
aspects of the local population to be considered, as well as af-
fording opportunities for mentoring new researchers and IRB 
members. While beliefs about the advantages and limitations 
of local and centralized review abound, empirical evidence of 
their impact on protecting research subjects does not exist.

IRB Outcomes

Another six studies examined variations between IRB out-
comes outside of multicenter trials. Wide differences were 
found in IRB decisions about level of risk determinations, 
compensation for subjects, and informed consent. Changes 
to informed consent forms were commonly required, but 
the impact of IRB recommendations was to make the forms 
longer and more complex. Methods of reducing this variation 
were recommended.

The overall conclusion from the systematic review was that 
“U.S. IRBs differ in their application of the same set of  
regulations and are somewhat inconsistent in their judg-
ments.”1 Variations occurred in whether full or expedited 
review was needed, the level of risk involved, appropriate 
recruitment strategies, and the wording for consent forms. In 
addition, IRBs often did not give clear justifications for their 
determinations.

Similar findings have been noted outside the United States. 
For example, one European study was conducted in 11 
countries: Austria, Belgium, Denmark, France, Germany, 
Israel, the Netherlands, Portugal, Slovenia, Switzerland, and 
the United Kingdom.10 The intervention trial itself involved 
a leaflet designed to help improve involvement of older 
patients during consultations with their general practitioners. 
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The researchers completed a questionnaire about the ethics 
review process required in each of their countries. Much vari-
ability was reported, with three countries requiring ethical 
approval for the study and eight not. The documentation 
required for review by each country varied, with one country 
requiring minor changes to the patient invitation letter. The 
latter process took 10 weeks to complete, consuming 5 days 
of researchers’ time. Some countries had clear guidelines 
so that no researcher time was used to identify the require-
ments, whereas in one country it took the researcher one day 
to determine that ethical review was 
not required. 

In addition to what the system-
atic review found, concerns were 
expressed about what was not found. 
“Although investigators of reviewed 
studies and other commentators 
have repeatedly called for measures 
of IRB quality and effectiveness, we 
could not identify one study that 
evaluated the effect that IRB review 
has on the protection of human 
subjects.”1 At the same time, some 
empirical research is raising ques-
tions about how the insistence on 
informed consent might be harming 
some research subjects.

Ethics and  
Evidence in  
Emergency Research
The research reviewed to this point highlights problems with 
IRBs and the ethics review process. However, other empirical 
research is raising questions about research ethics guide-
lines themselves. The impact of requiring informed consent 
in emergency research has been highlighted in a debate 
conducted in the pages of Lancet during 2011. The claim has 
been made that informed consent is a ritual that itself may 
be unethical.11 This was further described as “a legally ficti-
tious procedure which is not really capable of doing what it is 
primarily supposed to do: respect the patient’s autonomy.”12 
Others claim this research is being used to justify “lower 
ethical standards in investigational treatment.”12

The controversy arose from correspondence discussing 
the impact of obtaining written informed consent in the 
CRASH trials. The U.K. Medical Research Council (MRC) 
funded a large multicenter, international, randomized con-
trolled trial called the MRC CRASH trial.13 This involved 
more than 200 hospitals in 49 countries examining the effect 

of intravenous corticosteroids in treating severe head injuries. 
More than 10,000 subjects were enrolled within 8 hours of 
injury. The primary outcome was death within 14 days, and 
it was found that the risk of death was significantly higher 
with corticosteroids (P = 0.0001). The risk of death did not 
differ by time of administration after injury (P = 0.05). Data 
on outcomes 6 months after injury showed that risk of death 
or disability was higher in the group receiving corticoste-
roids.14

The researchers had obtained ethical 
approval for their trial from the IRB 
or REC of each local center. Some 
of these committees waived the need 
to obtain written consent from rela-
tives to enroll subjects, while others 
did not. An analysis of the average 
time from injury to randomization 
compared to the average number of 
patients enrolled per month found 
a significant difference between the 
sites with either approach.15 In those 
hospitals that required relatives’ 
written consent, randomization oc-
curred an average of 1.2 hours later 
than in those hospitals that waived 
consent (P < 0.0001). Average sub-
ject recruitment was also slower (1.5 
patients per month compared to 2.0, 
respectively). The authors concluded 
that written consent delayed admin-
istration of the trial interventions 
and reduced patient enrollment. 

In the CRASH trial itself, this delay did not impact out-
comes. However, the CRASH-2 researchers claim that it 
made a difference in their study. This international, multi-
center trial had a similar design except that trauma patients 
received either tranexamic acid or placebo within 8 hours of 
injury.16 All-cause mortality and risk of death due to bleed-
ing were significantly reduced in those receiving tranexamic 
acid (P = 0.0035 or 0.0077, respectively). The report stated, 
“Although the effect of this drug on all-cause mortality did 
not vary substantially according to the time from injury, 
there was some suggestion that early treatment might be 
more effective.”16 

In 2011, the researchers published a further analysis that 
they claimed demonstrated “the lethal effects” of requiring 
relatives’ consent in emergency medical research.11 Using a 
logistic regression model and the average 1.2-hour delay from 
the first CRASH trial, they estimated that the proportion of 
patients benefiting from tranexamic acid was reduced from 
63% to 49% by the 1-hour delay in obtaining informed 
consent.

“…we could not 

identify one study 

that evaluated the 

effect that IRB  

review has on the 

protection of  

human subjects.”
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The methods of these calculations have been questioned.12 
The delay estimated from the first CRASH trial was based 
on average values within the various time groups. Subjects 
were placed into three groups: those randomized < 1 hour 
after injury, those between 1 and 3 hours, and those between 
3 and 8 hours. The CRASH-2 authors acknowledged that 
the time since injury subgroup estimate was imprecise be-
cause of the tendency to round times to digits.16 In addition, 
the studies themselves reported similar outcomes for each 
group, leading some to find that the subsequent “statistical 
and counterfactual arguments are 
unconvincing.”12 In addition, any 
delay could have been due to several 
confounding factors (such as injury 
severity), not just the time to obtain 
informed consent. 

Other attempts have been made to 
estimate the cost of ethics regulation 
on patient outcomes. An Austra-
lian multicenter study conducted 
a survey of its participating centers 
on the experience of ethics review.17 
As found for U.S. IRBs and in the 
different European countries, the 
requirements of the Australian ethics 
committees were highly variable. 
The time involved by research-
ers in making ethics submissions 
ranged from 1 to 40 hours, while 
approval time ranged from 25 to 186 
days. The authors then went on to 
estimate that about 360 additional 
cancer patients survive in Australia 
each year due to new cancer treat-
ments. They calculated that ethics 
review adds, on average, about 2 months to the duration of 
cancer trials in Australia. They concluded that these delays 
lead to the deaths of an additional 60 cancer patients every 
year in Australia. The assumptions and methods of these 
calculations have been criticized in several ways, including a 
failure to take into account the multiple causes of reductions 
in cancer-related deaths.18 

Another study is often cited to demonstrate that ethics 
review claims the lives of thousands of patients every year.6 
The ISIS-2 study recruited patients between 1985 and 1987.19 
It examined the impact of clot busters (thrombolytics) on the 
mortality of hospitalized heart attack patients. More than 
17,000 patients participated from 16 countries, with 6,000 
from the U.K. and 400 from the United States. The study 
authors attributed this discrepancy to different informed 
consent requirements. In the U.K., physicians could briefly 
mention to patients they would be participating in a re-
search project, while U.S. subjects had to sign a 1,750-word 

informed consent form. The researchers calculated that if 
the same procedure had been used in the United States, 
enrollment would have been higher and faster, leading to 
completion of the trial sooner and allowing more patients to 
benefit from the results. They concluded that the stringent 
U.S. informed consent requirements caused “at least a few 
thousand unnecessary deaths.”19 

The complexity and difficulty of conducting such calcula-
tions needs to be acknowledged. Calculations to date have 

been overly simplified and have 
failed to take account of the multiple 
confounders. In addition, the ISIS-2 
trial was unusual in producing a 
dramatic reduction in mortality.4 
More complex equations have been 
developed, although even these fail 
to take account of the beneficial 
impact of ethics review.4 

Even if the analyses like these pro-
duce accurate determinations of the 
effects of delays introduced by in-
formed consent, this does not make 
informed consent unethical. In 
fact, it is reasonable to assume that 
obtaining informed consent does 
delay administering experimental 
interventions. Empirical data alone 
do not determine whether the pro-
cedure is ethical. The problem with 
such an approach can be revealed 
by the CRASH data itself. Because 
the time from injury to treatment 
appeared to make a difference to the 
CRASH-2 outcomes, the consent 

procedure was held to be unethical. In the first CRASH 
trial, the outcomes were the same for those whose relatives 
consented and those for whom consent was waived. Since the 
consent process did not influence the outcomes, it could be 
said that it was ethically appropriate. However, such reason-
ing provides no help while reviewing a study as it depends on 
knowing the outcomes of the trial.

In the same way, hindsight could be used to criticize the 
ethics of the first CRASH trial. The study was halted 
after 5 years when only half of the planned enrollment had 
occurred.13 The data monitoring and ethics committee un-
masked the results at that point as those receiving corticoste-
roids were being placed at higher risk of death and disability. 
Such interim analyses are ethically appropriate. However, 
it could be argued that if the trial had been stopped earlier, 
fewer people would have been harmed by corticosteroids. 
The problem is that if the trial is ethically justified in the 
first place, clinical equipoise exists and there is significant 

Even if the analyses 

produce accurate 

determinations  

of the effects of  

delays introduced 

by informed  

consent, this does 

not make informed 

consent unethical.
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uncertainty as to what the outcomes will be.20 The trial is 
not unethical because hindsight shows that some people were 
harmed during the trial. Such harm is accepted as one of the 
risks of clinical research and is part of why informed consent 
is ethically required. Patients are the ones who should decide 
if they are willing to take this risk.

In the same way, prior to starting the CRASH-2 trial, it 
was unclear if tranexamic acid benefited patients. Now 
that the study has been completed, it appears that it does. 
It also seems that the timing of its administration is impor-
tant. However, this finding was not tested with precision in 
CRASH-2 and cannot be taken as having been determined 
by this study. Another trial should be conducted to test this 
hypothesis. In designing that trial, it would be unethical to 
build in procedures that would lead to the drug being ad-
ministered too late. To test its efficacy within the first hour, 
written consent from relatives would appear to be impossible 
to obtain. For that reason, the arguments for withholding 
consent would need to be made to each IRB. Such a study 
could satisfy the requirements in the United States for a 
waiver of informed consent in emergency medical research.21

Using outcome data from a study to determine if that study 
was ethical is problematic. It reflects a utilitarian approach 
to ethics, which has many problems. For several reasons, 
informed consent is held to be important in research ethics. 
Informed consent is an intervention and as such it can delay 
research or add costs.6 When these delays or costs are identi-
fied, informed consent is not thereby invalidated. The time 
spent in designing, piloting, and evaluating research also has 
a cost, but this is justified because of commitments to the 
importance of all these factors. In the same way, informed 
consent is justified because of our commitment to ethical 
principles of respect for persons and autonomy. 

However, empirical research may show that the procedures 
used to implement these commitments are inefficient or 
ineffective. These must therefore be assessed regularly and 
procedures refined or updated. At the same time, if it is 
shown that specific mechanisms are not ensuring or encour-
aging the upholding of ethical standards, these mechanisms 
also must be examined. Thus the claim made that informed 
consent is just a “ritual”11 must be examined more closely. 

Deeper Ethical Issues
Some of the criticism raised by emergency researchers is that 
informed consent is little more than a ritual.11 This gets at 
more fundamental issues in research ethics. Clearly, the cur-
rent implementation of research ethics guidelines is prob-
lematic. What evidence is available points to inconsistent 
and unhelpful interpretation of regulations. This is having 

unintended consequences and leading to frustration. How-
ever, the problem is not with the ethical principles themselves 
(including informed consent), but with the regulations, poli-
cies, and practices being used to promote ethics.22 One result 
is that research ethics is being viewed as an irrelevant hurdle 
that must be crossed to get permission to carry out a study.23 
This misses the central purpose of research ethics.

Ethics should be seen as integral to good research. Ethical 
considerations are involved in the design of studies, and at 
many steps along the way in conducting studies. Ethics re-
view should be a way to identify ethical issues that may have 
been overlooked, and to suggest alternatives. IRBs should 
be there to facilitate rigorous, ethical research, not hinder or 
frustrate researchers. 

In addition, many ethical decisions are made while a study 
is being conducted. Much of what makes research ethi-
cal or unethical happens when no one is watching. Ethical 
decisions are made when researchers are alone with their 
consciences. As research ethics has become more highly 
regulated and formulaic, this dimension of ethics has been 
neglected. Henry Beecher’s seminal article has been called 
the single most influential paper written on human subjects 
research.24 He stated that the most reliable safeguard to ethi-
cal research involving humans is “the presence of an intel-
ligent, informed, conscientious, compassionate, responsible 
investigator.”25 

Informed consent forms and procedures can be a safeguard 
for research subjects, but they will never be enough. Beecher 
valued informed consent, but also held that, “A far more 
dependable safeguard than consent is the presence of a truly 
responsible investigator.”25 This raises many challenges in 
terms of how such responsibility is encouraged, developed, 
and monitored. It requires the development of what Aristotle 
called phronesis, or practical wisdom.22 While that develops 
within individuals, it is influenced by those around the per-
son. Rather than a “culture of compliance” with regulations 
and policies, what is needed is a “culture of conscience.”7 
Developing this will be challenging, but it is a challenge that 
all responsible researchers should be willing to support. 

Conclusion
The empirical research shows that research ethics regula-
tion is highly problematic. Inconsistency and inefficiency 
characterize the results of many studies. At the same time, 
others have undertaken calculations with some of these data 
and found quantitative ways to support their concerns. Such 
calculations are of questionable merit and fail to acknowl-
edge that ethics is not simply a cost-benefit analysis. Ethical 
principles are legitimate to uphold even if they have a cost. 
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However, even while the ethical principles are supported, the 
methods currently being used to interpret and implement 
ethics are of questionable benefit. Discussing the system 
of implementing research ethics, the authors of one study 
published in 2011 concluded: “We know of no disciplined 
attempt to identify and measure the system’s benefits or its 
costs. This is disturbing, since regulation that does more 
harm than good is itself unethical.”4

Empirical research is urgently needed to evaluate this aspect 
of the system. Policies and procedures should be changed as 
needed in response to those findings. Training for research-
ers and reviewers needs to be enhanced. At the same time, 
ethics goes on in people’s hearts, minds, and spirits. All the 
correctly filled out application forms will not prevent a re-
searcher from pressuring or belittling a potential subject into 
enrolling in a study.26

Ethics involves the character of researchers. Ethical character 
impacts how researchers interact with subjects. But ethics is 
not just about the softer side of research. Ethics encourages 
trustworthiness, and trust is important for the integrity of 
the research findings. Science is based on trust, as becomes 
apparent whenever fraud is uncovered.27 Regulation and pro-
cedural review has its place, and in research ethics it clearly 
needs to improve. At the same time, research ethics needs to 
reflect deeply on how it can return to its roots, and contrib-
ute to developing responsible investigators and a culture of 
conscience.
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