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Although the federal government funds research to
improve the lives of critically ill adults and of the
people who care for them, recent investigations
show that it does not provide investigators with
guidelines for ensuring that such research is on
firm ethical grounds, especially in the case of cogni-
tively impaired subjects.1# Federal regulations
for the protection of research participants, known
as “the common rule,” require that research involv-
ing “vulnerable” subjects include “additional safe-
guards” (45 CFR 46.111) and that the investigator
obtain informed consent from a “legally authorized
representative” (45 CFR 46.116).5 But the rule does
not describe safeguards in detail, and most states
have not addressed the question of who is legally
authorized to provide consent. Proposed regula-
tions to address these limitations have not been en-
acted.®-10 In this article, I provide a framework for
federal research regulations, state laws on proxy de-
cision making, and institutional policies that I be-
lieve would help address this problem.

ASSENT, DISSENT,
AND ADVANCE INFORMED CONSENT

An investigator’s assessment of a person’s abilities
to understand information about a study and to
reason and make a choice on the basis of that in-
formation is essential evidence for the judgment
of whether the person is competent to provide in-
formed consent.11 Protocols for studies that enroll
cognitively impaired subjects should describe a pro-
cedure to assess these abilities. For example, the
MacArthur Competence Assessment Tool for Clin-
ical Research allows the investigator to fit the details
of a protocol into open-ended questions that assess
these abilities.12-14

In the case of a person who is not competent,
there is a general consensus that the investigator
should seek the person’s assent and respect his or
her dissent, if the subject is capable of providing as-
sentor dissent. Because there are no widely accepted
standards for obtaining assent or dissent, 5 research
protocols should indicate the kinds of performance
on measures of decision-making ability that show
thata person can assent or dissent. The informed-
consent form should include a section to document
these assessments — for example, a checklist to in-
dicate whether the subject adequately understood
key items required for assent.

If subjects can be recruited before a predictable
loss of capacity occurs (e.g., before the administra-
tion of anesthesia), advance informed consent is an
option.1¢ In a recent study of pulmonary-artery cath-
eterization to monitor fluid balance in the intensive
care unit, the investigators used this approach.1?
When advance informed consentis obtained, inves-
tigators should also ask each subject to designate a
person who will serve as his or her proxy during the
course of the research. These practices are distinct
from the often proposed but largely untested op-
tion of a research advance directive that stipulates a
person’s preferences independently of an actual
study.1® With advance informed consent, the inves-
tigator recruits an eligible subject for a particular
study before the onset of cognitive impairments but
close enough to enrollment so that the informed-
consent form presents information that is salient
and relevant to the patient.

PROXY DECISION MAKING

Recent controversies'® and within-state differences
in institutional interpretations of laws and cases20,21
highlight the need for clear guidance on the iden-
tification of persons who are legally authorized to
provide informed consent on behalf of incompe-
tentadults, as specified by the common rule. States
should enact laws that clarify the legal status of a
family member to serve as a research proxy. Research
regulations should help institutional review boards
(IRBs) and investigators address the following eth-
ical question: in the absence of a research advance
directive that designates a proxy and guides that
proxy, what is the justification for asking a proxy to
provide informed consent on behalf of a noncom-
petent adult?

The legal approach to proxy decision making in
the care of patients with permanent unconscious-
ness or terminal illness relies on obtaining informed
consent from a family member, identified on the
basis of a hierarchy of family relationships widely
thought to reflect closeness, such as the spouse and
then an adult child.22 California recently passed a
law that in my opinion is a good model for legisla-
tion on who can serve as a legally authorized repre-
sentative for research decision making.23

In many instances, this hierarchy is also used to
identify the person who is an ethically appropriate
proxy for making decisions about participation in
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research. Butin some cases, the two proxy roles are
not assumed by the same person. For example, an
adult grandchild who has lived with, cared for, and
made medical decisions with an adult who is no
longer competent is arguably a more ethically ap-
propriate choice as a proxy for providing informed
consent to participate in research than the person’s
estranged child. A family member in such a care-
giving role recognizes that the risks and benefits of
research affect the caregiver as well as the subject.24
Hence, the family member makes a decision that
reflects an appreciation of how the risks of research
can affect the patient. Research regulations should
permit an IRB to require that the protocol identify
the ethically appropriate research proxy. In instanc-
es in which a different person is the legally author-
ized research proxy, the investigator will need to
obtain informed consent from both people.

The ethical guidelines for decision making by a
research proxy should not uniformly require the
proxy to make a substituted judgment — that is,
choosing what the patient would choose if he or
she were capable of choosing. A research proxy’s
violation of an adult’s substituted judgment?s is
not as ethically problematic as it appears. Just as in
clinical care, proxies cannot consistently make ac-
curate substituted judgments for enrollment in
research.2¢ The claim that the person would want
to enroll is as likely to be wrong as it is to be right. In
addition, as with decisions about clinical care,2?
many potential subjects would grant their proxies
leeway over an advance directive indicating their
wish to participate in potentially beneficial re-
search.28 Itwould be reasonable to require that the
informed-consent form instruct the proxy to base
the decision on the potential subject’s previous
wishes and that if this information is not avail-
able — which is likely to be the case in most situa-
tions — to make the decision on the basis of the
person’s best interests.

REASONABLE RESEARCH RISKS

When is enrolling a noncompetent patient in re-
search ever in his or her best interests? A competent
adult has complete personal discretion in making
this decision.2? In most cases, a proxy for anoncom-
petent adult should not have the same degree of dis-
cretion."10 The core ethical challenge is to define the
limits on the kinds of research risks that the proxy
can accept on behalf of a noncompetent subject.
Regulations governing pediatric research pro-

vide a model for these limits (45 CFR 46subpartD).5
A proxy should be allowed to enroll a person if the
IRB finds that the research is potentially beneficial
or presents minimal risks and that the knowledge
that may be gained would be important to the class
of subjects.®10 These categories formalize the com-
mon rule’s requirement that research risks be rea-
sonable in relation to the potential benefits to the
subjects and the importance of the results the re-
search may yield (45 CFR 46.111[a][2]).5

But current and proposed research regulations
do not clearly describe how to fit the risks and ben-
efits of research into these categories or how to bal-
ance the risks against the potential benefits for the
subjects and against the knowledge the research
may produce.3°:31 Consider the study of two venti-
lator tidal volumes conducted by the Acute Respira-
tory Distress Syndrome Network.32 The risks of the
higher volume included barotrauma and stretch-
induced lung injury. The risks of the lower volume
included agitation, dyspnea, and atelectasis. These
risks are certainly greater than minimal. How can
proxy consent be permissible? On the other hand,
participation in the study offered potential bene-
fits to the subjects. Which risks arejustified by these
benefits?

A common approach is to compare all of the
risks of the research with all of the potential bene-
fits for the subjects. The judgment that the risks are
reasonable in relation to the potential benefits —
such as a shorter period of mechanical ventilation
and a reduced risk of death — justifies the risks,
even though they appear to be “greater than min-
imal.” This approach is intuitively appealing be-
cause itreflects clinical reasoning. But it fails to
recognize that research typically includes proce-
dures that are not intended to provide benefits for
subjects. The risks associated with these procedures
ought to be the focus of the minimal-risk assess-
ment for proxy consent.

Suppose the trial included right-heart cathe-
terization to assess the effect of the ventilator vol-
ume on cardiac performance and these data were
gathered and analyzed in such a way that the treat-
ing clinician could not use them to affect patient
care. Under these conditions, right-heart catheter-
ization would not provide data that could potential-
ly benefit the subject’s care. But the risk assessment
described above would weigh the risks of right-
heart catheterization against the potential benefits
of the ventilator settings. In other words, a risk of
an intervention performed solely to obtain general-
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izable knowledge (catheterization) would be justi-
fied by the potential benefits of another research
intervention (use of the ventilator) — a situation
that could exploitvulnerable subjects in the pursuit
of knowledge.

To avoid this problem, a distinction should be
made between risks that are justified by potential
benefits for the subjects and risks that are notjusti-
fied by those benefits. Current research regulations,
including those governing pediatric research, do
not clearly address these distinctions. The Nation-
al Bioethics Advisory Commission has proposed a
framework for risk assessment that does do so0.3°
This framework recognizes that research has two
distinct components.31 One component consists of
interventions that involve both risks and potential
benefits for subjects (the ventilator setting). The
other component consists of interventions that pose
risks but offer no potential benefits for the subjects
(right heart catheterization). A comprehensive as-
sessment of a study’s risks would be based on sep-
arate analyses of the risks of these two components.
The risks posed by components with potential ben-
efits are weighed only against those potential ben-
efits. The risks posed by components that do not
have potential benefits are weighed against the val-
ue of the knowledge that may be gained from the
research.33,34

How great can these risks be? A useful guideline
is the concept of minimal risk: “The probability and
magnitude of harm or discomfort anticipated in the
research are not greater in and of themselves than
those ordinarily encountered in daily life or during
the performance of routine physical or psychologi-
cal examinations or tests” (45 CFR 46.102[i]).5 There
has been considerable confusion about how to ap-
ply this definition, because it does not specify the
comparison group to be used.3> Options include the
subjects themselves (i.e., the risks they encounter
in their daily lives), the general public, and healthy
persons.3°

Because risk assessment is highly contextual, the
regulations should not identify a single comparison
group but should make it clear that the decision
about what risks are minimal will differ according
to the group selected for comparison. The subjects
of the research are persons who have serious risks
because of their illness. The risks for healthy persons
are considerably smaller, and those for the general
public lie somewhere in between. The choice of a
comparison group should reflect the principle of
justice. Vulnerable subjects must not be exposed to

excessive research risks, without the possibility of
benefit, in the pursuit of scientific progress.3©

The two-component model of risk assessment
will help IRBs judge whether the risks of research
are reasonable with respect to two factors: the po-
tential benefits, if any, for the subjects and the im-
portance of the results the research may yield (45
CFR 46.111[a][2]).5 Proxy consent is permissible if
the risks posed by the components of the research
that do not offer potential benefits for the subjects
are no more than minimal and are justified by the
importance of the knowledge to be gained. This is
a more straightforward application of the concept
of minimal risk than the use of increments, such as
“a minor increment above minimal risk.”

In my view, most studies of critical care that en-
roll noncompetent subjects would probably pass
the two-component assessment. Components with-
out potential benefits, such as obtaining additional
blood specimens from an arterial line that is already
in place as part of clinical care, present risks thatare
no greater than those posed by routine medical care
and tests. In other words, these risks are minimal.
They are justified by the importance of the knowl-
edge anticipated from the research. The risks posed
by components with potential benefits, such as the
use of one of two ventilator settings, are justified by
the state of equipoise: the expert consensus that the
interventions being compared are within the stand-
ard of care and that equilibrium exists in the balance
between risks and benefits in the intervention and
control groups.31,37

CONCLUSIONS

Until regulations exist for research that involves
critically ill and other cognitively impaired adults,
federal investigations will be inevitable, slowing and
even halting the progress of valuable research. In-
formed-consent practices should be systematic and
documented, a process already required by some
medical journals.38 Proxy consent is permissible
when the risks of the research that are notjustified
by its potential benefits for the subjects are no more
than minimal and are justified by the importance of
the knowledge to be gained from the research. This
approach differs from the regulations governing
pediatric research, but it addresses the shortcom-
ings and ambiguities of those regulations. State laws
should identify legally authorized research proxies,
and the regulations should permit IRBs to specify
any additional conditions.

N ENGL J MED 348,14 WWW.NEJM.ORG APRIL 3, 2003

Downloaded from www.nejm.org at UNIVERSITY SYSTEM OF MARYLAND LIBRARIES on February 2, 2005 .

Copyright © 2003 Massachusetts Medical Society. All rights reserved.

1391



SOUNDING BOARD

Supported by a Greenwall Faculty Scholars Award in Bioethics, a
Paul Beeson Physician Faculty Scholars Award, and grants (K01 AG-
00931 and P30 AG-01024) from the National Institute on Aging.

From the Department of Medicine, Division of Geriatric Medicine,
the Institute on Aging, the Leonard Davis Institute of Health Eco-
nomics, the Center for Bioethics, the Center for Clinical Epidemiol-
ogy and Biostatistics, and the Alzheimer's Disease Center, Univer-
sity of Pennsylvania, Philadelphia.

1. DrazenJM. Controlling research trials. N Engl ] Med 2003;348:
1377-80.

2. Steinbrook R. How best to ventilate? Trial design and patient
safety in studies of the acute respiratory distress syndrome. N EnglJ
Med 2003;348:1393-401.

3. OHRP compliance activities: determination letters: 2002. OHRP
investigation of a multicenter, double-blind, placebo controlled study
of estrogen replacement therapy in patients with mild to moderate
Alzheimer’s disease. Rockville, Md.: Office for Human Research
Protections, 2003. (Accessed March 3, 2003, at http://ohrp.osophs.
dhhs.gov/detrm_letrs/lindex.htm.)

4. Seeman BT. Lung study that includes Harborview too risky, gov-
ernment says. Seattle Times. December 12, 2002:A25.

5. Department of Health and Human Services. Common rule, 45
CFR 46. Federal policy for the protection of human subjects; notices
and rules. Fed Regist 1991;56:28003-32.

6. Department of Health, Education, and Welfare. Protection of
human subjects: proposed regulations on research involving those
institutionalized as mentally disabled. Fed Regist 1978;43:53950-6.
7. American College of Physicians. Cognitively impaired subjects.
Ann Intern Med 1989;111:843-8.

8. Clinical research in senile dementia of the Alzheimer’s type:
suggested guidelines addressing the ethical and legal issues. In:
Melnick VL, Dubler N, Weisbard A, Butler RN. Alzheimer’s demen-
tia: dilemmas in clinical research. Clifton, N.J.: Humana Press,
1985:295-310.

9. Fletcher JC, Dommel FW Jr, Cowell DD. Consent to research
with impaired human subjects: a trial policy for the intramural pro-
grams of the National Institutes of Health. IRB 1985;7(6):1-6.

10. Research involving persons with mental disorders that may
affect their decisionmaking capacity. Vol. 1: Report and recommen-
dations. Rockville, Md.: National Bioethics Advisory Commission,
December 1998:88.

11. Making judgments about patients’ competence. In: Grisso T,
Appelbaum PS. Assessing competence to consent to treatment:
a guide for physicians and other health professionals. New York:
Oxford University Press, 1998:127-48.

12. Appelbaum PS, Grisso T. MacArthur competence assessment
tool for clinical research. Sarasota, Fla.: Professional Resource Press,
2001.

13. Kim SYH, Caine ED, Currier GW, Leibovici A, Ryan JM. Assess-
ing the competence of persons with Alzheimer’s disease in provid-
ing informed consent for participation in research. Am J Psychiatry
2001;158:712-7.

14. Karlawish JHT, Casarett DJ, James BD. Alzheimer’s disease
patients’ and caregivers’ capacity, competency, and reasons to enroll
in an early-phase Alzheimer’s disease clinical trial. ] Am Geriatr Soc
2002;50:2019-24.

15. Erb TO, Schulman SR, Sugarman J. Permission and assent for
clinical research in pediatric anesthesia. Anesth Analg 2002;94:
1155-60.

16. Breitbart W, Marotta R, Platt MM, et al. A double-blind trial of
haloperidol, chlorpromazine, and lorazepam in the treatment of delir-
ium in hospitalized AIDS patients. AmJ Psychiatry 1996;153:231-7.
17. Sandham)D, Hull RD, Brant RF, et al. A randomized, controlled
trial of the use of pulmonary-artery catheters in high-risk surgical
patients. N EnglJ Med 2003;348:5-14.

18. Dresser R. Advance directives in dementia research: promoting
autonomy and protecting subjects. IRB 2001;23(1):1-6.

19. OHRP compliance activities: determination letters: 2002. OHRP
investigation of a multi-center, phase II/Ill, randomized, double-
blind placebo-controlled trial of lisofylline and controlled ventila-
tion in patients with acute lung injury and acute respiratory distress
syndrome. Rockville, Md.: Office for Human Research Protections,
2003. (Accessed March 3, 2003, at http://ohrp.osophs.dhhs.gov/
detrm_letrs/lindex.htm.)

20. Carome MA. Human research subject protections under Multi-
ple Project Assurance (MPA) M-1115. Rockville, Md.: Office for
Human Research Protections, 2002. (Accessed March 3, 2003, at
http://ohrp.osophs.dhhs.gov/detrm_letrs/YR02/jan02m.pdf.)

21. Idem. Human research subject protections under Multiple Project
Assurance (MPA) M-1025. Rockville, Md.: Office for Human Research
Protections, 2003. (Accessed March 3, 2003, at http://ohrp.osophs.
dhhs.gov/detrm_letrs/YR02/jan02n.pdf.)

22. Surrogate consent in the absence of an advance directive. Chi-
cago: American Bar Association, 2001.

23. An act to amend Section 24178 of the Health and Safety Code,
relating to health. Sacramento: State of California, 2002.

24. Karlawish JHT, Casarett D, Klocinksi J, Sankar P. How do AD
patients and their caregivers decide whether to enroll in a clinical
trial? Neurology 2001;56:789-92.

25. WarrenJW, SobalJ, TenneyJH, et al. Informed consent by proxy:
an issue in research with elderly patients. N Engl ] Med 1986;315:
1124-8.

26. Coppolino M, Ackerson L. Do surrogate decision makers pro-
vide accurate consent for intensive care research? Chest 2001;119:
603-12.

27. Sehgal A, Galbraith A, Chesney M, Schoenfeld P, Charles G, Lo
B. How strictly do dialysis patients want their advance directive fol-
lowed? JAMA 1992;267:59-63.

28. Wendler D, Martinez RA, Fairclough D, Sunderland T, Emanuel
E. Views of potential subjects toward proposed regulations for clin-
ical research with adults unable to consent. Am J Psychiatry 2002;
159:585-91.

29. Daugherty C, Ratain MJ, Grochowski E, et al. Perceptions of
cancer patients and their physicians involved in phase I trials. J Clin
Oncol 1995;13:1062-72. [Erratum, J Clin Oncol 1995;13:2476.]

30. Assessing risks and potential benefits and evaluating vulnera-
bility. In: Ethical and policy issues in research involving human par-
ticipants. Vol. 1. Report and recommendations of the National Bio-
ethics Advisory Commission. Bethesda, Md.: National Bioethics
Advisory Commission, August 2001:69-96.

31. Weijer C. The ethical analysis of risk. ] Law Med Ethics 2000;28:
344-61.

32. The Acute Respiratory Distress Syndrome Network. Ventilation
with lower tidal volumes as compared with traditional tidal volumes
for acute lung injury and the acute respiratory distress syndrome.
N EnglJ Med 2000;342:1301-8.

33. Freedman B. Scientific value and validity as ethical requirements
for research: a proposed explication. IRB 1987;9(6):7-10.

34. Casarett DJ, Karlawish JHT, Moreno JD. A taxonomy of value in
clinical research. IRB 2002;24(6):1-6.

35. Karlawish JHT, Hall JB. The controversy over emergency
research: a review of the issues and suggestions for a resolution. Am
J Respir Crit Care Med 1996;153:499-506.

36. National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research. The Belmont Report: ethical
principles and guidelines for the protection of human subjects of
research. Fed Regist 1979;44:23192-7.

37. Freedman B. Equipoise and the ethics of clinical research.
N EnglJ Med 1987;317:141-5.

38. Charney DS, Innis RB, Nestler EJ. New requirements for manu-
scripts submitted to Biological Psychiatry: informed consent and pro-
tection of subjects. Biol Psychiatry 1999;46:1007-8.

Copyright © 2003 Massachusetts Medical Society.

1392 N ENGL J MED 348;14 WWW.NEJM.ORG APRIL 3, 2003

Downloaded from www.nejm.org at UNIVERSITY SYSTEM OF MARYLAND LIBRARIES on February 2, 2005 .
Copyright © 2003 Massachusetts Medical Society. All rights reserved.





