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The Spectrum of Informed Consent in Emergency
Psychiatric Research
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Study objective: I evaluate the variation in requirements for informed consent in studies evaluating
chemical tranquilization of agitated patients.

Methods: A computer-assisted literature search of the National Library of Medicine was performed.
Additional use of the references listed in the articles identified with the search yielded 144 citations.
Studies performed outside the United States were excluded, as were studies performed before the
current US Food and Drug Administration regulations came into effect. Research not yet published but
presented at national meetings was included, as was one study currently under way but otherwise
meeting the inclusion criteria. Authors were contacted for further clarification in cases in which
information was ambiguous or unavailable in print.

Results: Twelve studies were identified, and the approach to informed consent varied widely. The
primary method of enrollment was informed consent in 7 studies. Three studies used a waiver of
informed consent, but in these cases the federal regulations underlying these waivers varied. One
study implied that neither consent nor a waiver of consent was needed. In one case, the primary
method for consent was not specified.

Conclusion: There is poor agreement about the application of current regulations about informed
consent in emergency psychiatric research. Regulations are understood in such a variety of ways that
they are effectively irrelevant. There needs to be much greater clarity about the use of waivers of
informed consent in emergency research in general and emergency psychiatry in particular. [Ann Emerg
Med. 2006;47:68-74.]
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INTRODUCTION
Background and Importance

Emergency physicians regularly need to treat dangerously
agitated patients in the emergency department (ED). The
actions of these patients may represent an immediate threat to
life or limb not only to the patient but also to caregivers and the
others in the department. Although there are a number of
techniques available to physically or chemically restrain such a
patient, there is no ideal treatment, and research continues to
develop the safest and most effective approach. To evaluate
potentially improved therapies, patients must be enrolled in
clinical trials. However, obtaining informed consent from
dangerously agitated patients in the ED presents a serious
ethical challenge. Such a patient is by definition no longer
capable of participating in a rational decisionmaking process,
but his rights as a research subject must be respected. There are
federal statutes about informed consent requirements, and in
some cases a waiver is permitted. Both US Food and Drug
Administration (FDA) and separate Health and Human

Services regulations are typically applied to all studies performed
in academic centers. This article examines how these regulations
have been applied and evaluates how they are understood by
individuals performing emergency research.

Goals of This Investigation
This study investigates the ways in which individuals

performing emergency psychiatric research approach the
requirement of informed consent. In particular, it examines the
application of regulations aimed specifically at allowing research
in emergency situations. The study also seeks to address the
adequacy of current regulations in light of the way in which they
are used in the clinical setting.

MATERIALS AND METHODS
Study Design

A computer-assisted literature search of the National Library
of Medicine was performed based on methods described by
Yildiz et al,1 which used the main search terms ‘‘treatment of
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Editor’s Capsule Summary

What is already known on this topic

Agitated psychiatric patients may find it difficult to
adequately participate in the informed consent process
required for enrollment in a research study. US Food and
Drug Administration and Health and Human Services
regulations about informed consent apply to all studies
conducted in the United States.

What question this study addressed

How have investigators and their institutional review
boards handled the informed consent process for these
types of studies?

What this study adds to our knowledge

There was considerable inconsistency among the 12
studies identified, with some attempting informed
consent, others claiming a waiver, and others avoiding
the issue completely.

How this might change clinical practice

These data do not change clinical practice but suggest
that federal guidelines and their implementation need
clarification and standardization.

acute agitation,’’ ‘‘psychiatric emergency,’’ ‘‘chemical restraint,’’
‘‘benzodiazepines,’’ ‘‘conventional antipsychotics,’’ and
‘‘atypical antipsychotics.’’ Additional use of the references listed
in the articles identified with the search yielded 144 citations.
Reports were selected for further review in which adult
psychiatric patients with acute agitation were randomly assigned
to treatment with a classic high potency neuroleptic, a
benzodiazepine, or combination of both drugs or an atypical
antipsychotics or placebo. For studies to be considered in this
review, treatment had to be given immediately; reassessment
had to occur in minutes to a maximum of 4 hours because the
time required for the onset of therapeutic effect is critical in the
emergency treatment of agitation. Because the efficacy trials
of the novel antipsychotics on the short-term management
of agitation are limited, studies were included in which
reassessment scores within the first 72 hours of the
pharmacologic interventions were reported. In addition to the
computer search, research not yet published but presented at
national meetings (either in poster or oral form) was included,
and a study currently under way but otherwise meeting the
inclusion criteria was included. All the data extraction was
performed by the author. Because this study was a review of
already published data that contained no patient identifiers, it
was exempt from institutional review board review.

Because the object of this investigation is to understand the
variation in consent rules as applied under current regulations in
the United States, any of the remaining studies were excluded if
they were undertaken before November 1996. After this date,

regulations developed by the FDA went into effect. These
regulations allowed certain emergency research without
prospective informed consent and form some of the current
legal standards.2 Trials performed outside the United States
were also excluded because they are not subject to federal
regulations.

RESULTS
The search methods identified efficacy trials for acute

agitation that have appeared in English, in which an active or
inactive comparator for treatment was studied, including those
published since the advent of atypical antipsychotics. There
were 14 published trials meeting initial inclusion criteria and
1 trial known to be under way. Two trials were excluded
because they were not performed in the United States and hence
not subject to its ethical regulations. Two other international
trials were included because they enrolled patients in the United
States.3,4 One trial published after November 1996 was
excluded because it was submitted for publication in July 1996,
4 months before the new federal regulations went into effect.5

With these criteria, 11 published studies and 1 ongoing study
were identified (Table 1).

The methods of consent used are outlined in Table 2. Of the
12 studies identified, the primary method of enrollment was
informed consent in 7 studies.3,4,6-10 Two published studies11,12

and 1 study under way used a waiver (or ‘‘exception’’) from
informed consent. One study stated that informed consent was
not needed13 and implied that the institutional review board
thought that neither consent nor a waiver of consent was
needed. The primary method for consent was not specified in
1 article.14 Clarification with one of the investigators
determined that the study was a review of data prospectively
gathered as part of a continuing quality assurance project
(Horacio Preval, oral communication, February 2005).

Of the 7 studies that specified the use of informed consent,
4 studies enrolled patients even if such consent could not be
obtained.6-9 Such ‘‘secondary consent’’ was justified in 3 of
these cases by reiteration that the medications being compared
or studied were ‘‘standard. therap[ies]6’’ that were already
‘‘routinely used to sedate agitated patients’’9 and that would
have been used even if the study were not being performed.8

Another form of secondary consent was described in a fourth
study as being ‘‘emergency consent applied at the discretion of
the attending physician,’’7 although the mechanism is unclear.
Three studies that used informed consent stated that all study
subjects were enrolled using this method so that a secondary
enrollment strategy was not needed.3,4,10 Two published
studies11,12 and 1 trial under way used a waiver of informed
consent. In one study, the authors stated that study subjects
would not be capable of informed consent because they were
‘‘.uncooperative, threatening, and unresponsive to verbal
interventions.’’11 Given this fact, the waiver of informed
consent was used, but the authors do not state under which of
the federal guidelines this was obtained. A second published
study12 using an exception (here meaning a waiver) of informed
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consent did so under 21 CFR 50, known as the FDA Final Rule
(Mark Martel, written communication, February 2005). The
author’s study currently under way uses a waiver of informed
consent under a different set of guidelines, namely, 45 CFR 46.
Finally, one published study stated that ‘‘[s]ince both [study]
medications are indicated for the treatment of psychosis, the
study was approved without informed consent..’’13 The local
institutional review board did not demand community

consultation, so a waiver was not granted through 21 CFR 50
(George Simpson, oral communication, February 2005).

LIMITATIONS
The most important limitation is the possibility that the

search strategy failed to find all the articles that otherwise met
inclusion criteria. This possibility has been minimized by
building on a previously published search strategy and using the

Table 1. Characteristics of studies comparing pharmacologic management of the acutely agitated patient.

Author/PI Year Design
Study

Environment
Study Drugs
and Route

Enrollment Size
(All Arms
Combined) Assessment Scale

Battalgia et al6 1997 DBR ED/24 h Lorazepam im vs
haloperidol im vs
combination im

98 ABS

MBPRS
CGI

Richards et al7 1997 Random ED/60 min Lorazepam iv vs
droperidol iv*

146 6-Point sedation scale

Bieniek et al11 1998 DBR J ED/3 h Lorazepam im vs
haloperidol im
plus lorazepam im

20 Overt Aggression Scale

Richards et al8 1998 Random ED/1 h Lorazepam iv vs
droperidol iv

202 Sedation Scale

Currier and
Simpson13

2001 Prospective J ED/2 h Risperidone po and
orazepam po vs
haloperidol im and
lorazepam im

60 PANSS

Nonrandom CGI
Rater blinded

Wright et al3 2001 DBR ‘‘Hospitals’’/24 h Olanzipine im vs
haloperidol im vs
placebo imy

311 PANSS

Meehan et al4 2001 Random
assigned

Not stated Olanzipine im vs
Lorazepam im vs
placebo imz

201 PANSS

Open label 24 h
Placebo

controlled
Yildiz et al10 2003 Open label ED Risperidone po vs

haloperidol im
18 BPRS

Rater blinded ABS
Nobay et al9 2004 DBR ED/open Midazolam im vs

lorazepam im vs
haloperidol im

111 Modified Thomas
Combativeness Scale

Klotz et al14 2003 Open label
‘‘Naturalistic
study’’

J ED/2 h Ziprasidone im vs
‘‘conventional
sedatives’’

76 BARS

Martel et al12 2004 DBR ED/2 h Droperidol im vs
ziprasidone im vs
midazolam im

144 AMSS

Brown (PI) Ongoing DBR ED/open Ziprasidone im vs
haloperidol and
lorazepam im

Enrollment in
progress

BARS

DBR, Double blind randomized; ABS, Agitated Behavior Scale; MBPRS, Modified Brief Psychiatric Scale; CGI, Clinical Global Impression; J ED, psychiatric ED. PANSS,
Positive and Negative Symptom Scale; BARS, Behavioral Activity Rating Scale; AMSS, Altered Mental Status Scale; PI, primary investigator.
*All study subjects had methamphetamine-induced agitation.
yAll study subjects had a diagnosis of schizophrenia or schizophreniform disorder.
zAll study subjects had bipolar mania.
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expertise of individuals in the field to uncover any other studies.
A second limitation is in assigning an actual reason to the
selection of a particular consent requirement. Although this
was clearly stated in some articles, such information was
sometimes unavailable and was supplied through personal
communication with the authors. However, even in these cases
the deliberations of the institutional review board often remain
inaccessible or are not retrievable in any sort of detail.

DISCUSSION
This review found the widest possible variation in consent

requirements in what should have been a homogeneous study
population. The study medications were being evaluated on a
population of agitated patients who, by definition, cannot
moderate their behavior through reasoned discussion. Their
agitation was severe enough to require immediate sedation. It is
therefore difficult to understand how informed consent could be
obtained from any patient in this population. Nevertheless, in

more than half of the studies, informed consent was the primary
consent route and, in 2 of these studies,3,10 such consent was
provided by every patient enrolled. Given this spectrum of
the consent process, it seems that the patient populations could
not, in fact, have been homogeneous and that there must have
been differing degrees of severity of agitation (and hence
competence) in different studies. This is important to bear in
mind when the outcomes of different medications are compared.

The route by which an investigator requests a waiver of
informed consent varies, and there are important logistic
implications, depending on how the waiver is obtained. Perhaps
the most important difference for an investigator is the need for
community consultation, which is required if a waiver is granted
under 21 CFR 50.24, the so-called FDA Final Rule.15 This
requirement informs the community about the nature of the
research, its risks, and benefits. It also allows for questions and
comments to be expressed. This consultation is also meant to
serve as way of publicizing an opt-out system for individuals

Table 2. Methods of consent for studies under jurisdiction of 1996 US informed consent rules comparing pharmacological
management of the acutely agitated patient.

Author/PI Year Study Drugs and Route Primary Consent Type

Justification of Entry If Unable
to Give Informed Consent
(Secondary Consent)*

Battaglia et al6 1997 Lorazepam vs haloperidol vs
combination

Informed ‘‘Each arm of the protocol provided a
standard and accepted therapy’’

Richards et al7 1997 Lorazepam vs droperidoly Informed ‘‘Emergency consent applied at the
discretion of the attending
physician’’

Richards et al8 1998 Lorazepam vs droperidol Informed ‘‘Emergency consent.with the
assumption that chemical restraint
.would proceed even without the
study’’

Wright et al3 2001 Olanzipine vs haloperidolz Informed Not needed. ‘‘All patients provide
written informed consent.’’

Meehan et al4 2001 Olanzipine vs lorazepam vs placebox Informed Not needed
Yildiz et al10 2003 Risperidone po vs haloperidol im Informed, verbal (sic)

consent
Patient not entered into study if
unable to give verbal consent

Nobay et al9 2004 Midazolam im vs lorazepam im vs
haloperidol im

Informed, written
attempted, from
patient or family

‘‘All three drugs under study are
routinely used to sedate agitated
patients.’’

Currier and Simpson13 2001 Risperidone and lorazepam vs
haloperidol and lorazepam

No informed consentk

Bieniek et al11 1998 Lorazepam vs haloperidol plus
lorazepam

Waiver of informed
consent

NA

Martel et al12 2004 Droperidol im vs ziprasidone im
vs midazolam im

Exception from informed
consent{

NA

Klotz et al14 2003 Ziprasidone im vs ‘‘conventional
sedatives’’

Chart review#

Brown (PI) ongoing Ziprasidone im vs Haloperidol
and Lorazepam im

Waiver of informed
consent**

NA

*Secondary consent was obtained if the primary consent route was not possible.
yAll study subjects had methamphetamine-induced agitation.
zAll study subjects had a diagnosis of schizophrenia or schizophreniform disorder.
xAll study subjects had bipolar mania.
kThere is no indication that a waiver was sought. ‘‘Since both medications are indicated for the treatment of psychosis, the study was approved without informed
consent..’’
{Under 21 CFR 50 (Mark Martel, written communication, February 2005).
#Data gathered prospectively in quality-assurance study. Institutional review board–approved analysis (Horacio Preval, oral communication, February 2005).
**Under 45 CFR 46.
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who do not wish to participate in the research.2 Such
consultation is not, however, to be confused with community
consent, and there is no power of veto that the community has
over the research project, beyond bringing concerns to the
attention of the institutional review board overseeing the
project. This community consultation may be carried out in a
number of ways, from placing advertisements in newspapers and
on the radio to holding community meetings in places of
worship and social halls.2 In distinction to this long process, a
waiver of consent may be based on 45 CFR 46, often referred to
as the Health and Human Services Regulations. Under these
regulations, a waiver may be granted if the institutional review
board determines that the following 4 requirements apply: (1)
the research involves no more than minimal risk to the subjects;
(2) the waiver or alteration will not adversely affect the rights
and welfare of the subjects; (3) the research could not
practicably be carried out without the waiver or alteration; and
(4) whenever appropriate, the subjects will be provided with
additional pertinent information after participation.16 Once a
waiver is granted, there is no requirement for community
consultation. The amount of time and effort that needs to be
put into the community consultation project makes this
difference significant.

Only 1 study reviewed used the FDA Final Rule as the route
to obtain a waiver of informed consent.12 As required by the
rule, community consultation was held by the investigators,
which consisted of 2 meetings that a total of approximately
50 staff and potential patients attended. In addition, there
were telephone consultations with local methadone and
alcohol detoxification facilities (Marc Martel, written
communication, February 2005). Another of the studies
reviewed above also used a community consultation process9

(Flavia Nobay, oral communication, February 2005). However,
in this case the object was not to fulfill any legal requirement
demanded by federal regulations or the local institutional review
board. Instead, the meetings were held in the spirit of fostering
good community relations. Two meetings were held at which a
total of some 30 people were present. These rather low numbers of
attendees at open consultation meetings is the rule rather than
the exception and is not limited to psychiatric research. In the
first investigational device study done under the FDA guidelines,
one participating site investigator described the process as
‘‘.time consuming, demanding and relatively costly.’’17 The
direct cost of this process was $5,600. Advertisements placed in
newspapers with a daily circulation of almost 240,000 resulted
in only 25 people attending a public forum; unanimous
support for the project was voiced.17

Thus, the evidence suggests that few people, in fact, attend
community consultation or information meetings. The cost-
benefit ratio of such a forum is, therefore, questionable, although
more recent work from the Public Access Defibrillation Trial
reported greater community participation in the consultation
process, with an average of 88 participants per meeting.18

Five of the studies reviewed did not require primary
informed consent. Only 1 of these used the FDA Final Rule12

(Marc Martel, written communication, February 2005). In all
the other cases, it was decided that the study did not pose a
significant risk to the patient if enrolled or that the patient was
not in a life-threatening situation, which is an important point
because the FDA Final Regulations apply only to research on
conditions in which there is a high likelihood of death unless the
course of the disease or condition is interrupted.19 Although
agitation may certainly be life threatening,20,21 the treatment
options are well known to the practitioners of emergency
medicine or emergency psychiatry. In most of the studies, the
research was therefore not aimed at developing a lifesaving
intervention but in evaluating which therapy is most effective.
For example, Nobay et al9 stated that the goal of their study was
to ‘‘.determine if midazolam is superior to lorazepam or
haloperidol..’’ Some investigators stated that they were
comparing the efficacy of 2 or more standard or routine
therapies,6,8,13 the implication being that the patient was not
placed at risk by participating in the study. If this is the case,
these studies could have obtained a waiver of consent under 45
CFR 46. Researchers need to choose carefully not only the route
of any exemption but also the nature of the study that is being
undertaken. Semantics and definition then become critically
important. For example, is a study of the treatment of otitis
media one that involves a life-threatening emergency? Most
would answer ‘‘no,’’ but, without antibiotics, such an infection
could indeed be life threatening. In the same way, the argument
could be made that the treatment of an agitated patient is a life-
threatening emergency. However, only 1 of the investigators
chose to pursue this line of reasoning.

In some ED studies, the immediate risk to life is obvious. In
many others, such as those discussed in this article, the risk may
be more difficult to define. The issue of how risk is defined is
not limited to psychiatric research. The authors involved in the
Public Access Defibrillation Trial have described differences of
opinion about the degree of risk involved in their trial.18 At
issue was whether ‘‘minimal risk’’ refers to patients with the
condition (in their case, those undergoing cardiopulmonary
resuscitation) or rather to the general public. Some argued that
the use of automatic external defibrillators was approved by the
FDA, and therefore a study involving them presented no
additional risk to victims of sudden cardiac arrest. The FDA
took a different position and argued that an absolute standard
should apply and that a member of the general public would
potentially be at risk if the study were initiated. It was decided
to proceed under the FDA Final Rule. It would seem, therefore,
that even in cases of ‘‘hard’’ resuscitation research, ‘‘minimal
risk’’ is liable to be defined in a variety of ways.

The 12 studies examined in this article had 1 goal in common:
to determine the best therapy for a patient with acute agitation.
Despite the common goal, 3 primary enrollment types were used:
informed consent (verbal or written), a waiver of consent (under
1 of 2 possible federal regulations), and no requirement for
consent or a waiver at all. However, individuals who used
informed consent did not describe a justification for this decision,
which is surprising, given the study population of patients with
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psychomotor agitation who, in the opinion of a trained expert in
emergency or psychiatric medicine, opined that an urgent drug
intervention was indicated. The question of competence in this
population must clearly be addressed. Although there is no
generally agreed-on standard to define competency, it would be
nearly impossible to define a patient in need of emergency
sedation for psychomotor agitation as meeting any definition of
competency for informed consent. By way of just 1 example,
Appelbaum and Roth22 have suggested 4 commonly used
standards for competency: evidencing a choice in regard to
research participation, factual understanding of the issues,
rational manipulation of information, and appreciation of the
nature of the situation. Because adults are generally assumed to be
competent for research purposes, there is no routine assessment of
capacity. In many cases, however, this assumption of competence
cannot be made, and the case of the patient with psychomotor
agitation is a case in point. Such patients are surely not capable of
such processes as a ‘‘rational manipulation of information’’ or an
‘‘appreciation of the nature of [their] situation.’’22

This threat to the ability to give fully informed consent applies
not only in case of psychiatric emergencies. Indeed, any critically
ill patient may have a diminished capacity for informed consent.
Agard et al23 reviewed physicians’ experiences with obtaining
informed consent from patients in the early phase of acute
myocardial infarction. Although the questions were somewhat
generally formulated, 86% of the physicians surveyed believed
that patients were not able to understand some of the information
given to them in the process of obtaining informed consent, which
led to the conclusion that ‘‘.most patients suffering from acute
myocardial infarction are not regarded as being capable of
reaching more than a limited level of understanding in this
situation.’’23 An accompanying editorial commented that many
patients with acutemyocardial infarction ‘‘.are just too ill to give
fully informed consent.’’24 Evidence from the articles reviewed
above support the contention that informed consent, although
theoretically possible and legally required, is often practically
unobtainable. Of the 111 patients enrolled in one study that used
informed consent as its primary consent route,9 not one patient
was able to give such consent (FlaviaNobay, oral communication,
February 2005). In a second study presented at a national
meeting,12 a total of 144 patients were enrolled in a study that
used the FDA Final Rule as the basis for a waiver of informed
consent (Marc Martel, written communication, February 2005).
Not one patient was able to give informed consent, and surrogate
consent was obtained for only 3 subjects.

In summary, this review of 13 studies involving patients with
acute psychomotor agitation has revealed the following:
1. Individual institutional review boards show great variation

in their requirements for consent.
2. The definition of who has the capacity to consent varies

widely.
3. Informed consent is often part of a research plan even when

the likelihood of meaningful competence is minimal.
4. There is little agreement on the definition of risk, as applied

to patient participation in psychiatric studies.

5. The FDA final rule is rarely used.
6. Community consultation, when it is used, generates little

interest from community members.
7. A waiver of informed consent based on a ‘‘minimal risk’’

assessment (the Health and Human Services Rule) is
used more frequently than a waiver based on the FDA
Final Rule.
Because of its time-sensitive nature, emergency research is

always difficult to perform. During the last decade or so, legal
requirements have made this type of research even more
challenging. Somemay applaud thewide variation in approaches to
requiring and obtaining informed consent as an example of local
oversight in action. Others may view the same variation as proof
that standards vary sowidely as to benonexistent,whichmust result
in concern on the part of regulators. If informed consent is being
unreasonably demanded in situations, whether those situations
are the treatment of acute agitation or an acute myocardial
infarction, then such a demand needs urgent reassessment. The
goal, after all, is to protect the true interests of patients and not
simply to have available forms that are ethically meaningless. One
ethicist best summed up this situation: ‘‘There is a growing concern
that ethics is being seen only as a bureaucracy.legislation must
promote ethics as culture, not ethics as bureaucracy.’’25 There is
muchwork still to be done if current regulations are ever to become
both user friendly and ethically relevant.
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