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MANUSCRIPTS Manuscripts containing original material are ac-
cepted for consideration if neither the article nor any part of its essen-
tial substance, tables, or figures has been or will be published or sub-
mitted elsewhere before appearing in the Journal, This restriction
does not apply to abstracts or press reports published in connection
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of any published papers or other manuscripts in preparation or sub-
mitted elsewhere that are related to the manuscript to be considered
by the Journal. The Journal discourages the submission of more than
one article dealing with related aspects of the same study.

Submit an original manuscript with one set of original figures
and two copies of the complete manuscript, Manuscripts must be
no longer than 3000 words. Please supply 2 word count (not includ-
ing abstract or references). Use standard-sized paper, and triple-space
throughout. Address all submissions to the Editor, New England Jour-
nal of Medicine, 10 Shattuck St., Boston, MA 02115-6094. A covering
letter signed by all authors should identify the person (with the address
and telephone number) responsible for negotiations concerning the
manuscript; the letter should make it clear that the final manuscript
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due care to ensure the integrity of the work. At least one person’s name
must accompany a group name — €.g., Thelma J. Smith, for the Bos-
ton Porphyria Group. As stated in the Uniform Requirements (sec
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the drafting of the article or critical revision for important intellectual
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sign a statement attesting that he or she fulfills the authorship criteria
of the Uniform Requirements. No more than 12 names will be listed
under the title; other names will appear in a footnote. Acknowledg-
ments will be limited to a column of Journal space, and those acknowl-
edged will be listed only once. (See editorial, Nov. 21, 1991, issue.)
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CONFLICT OF INTEREST Authors of research articles should dis-
close at the time of submission any financial arrangement they may have
with a company whose product figures prominently in the submitted
manuscript or with a company making a competing product. Such in-
formation will be held in confidence while the paper is under review
and will not influence the editorial decision, but if the article is accepted
for publication, the editors will usually discuss with the authors the
manner in which such information is to be communicated to the reader.

Because the essence of reviews and editorials is selection and inter-
pretation of the literature, the Journal expects that authors of such
articles will not have any financial interest in a company (or its com-
petitor) that makes a product discussed in the article.

COPYRIGHT Authors agree to- execute copyright transfer forms as
requested. Copyright in any contribution is owned by the Massachu-
setts Medical Society. The Society and its licensees have the right to
use, reproduce, transmit, derivate, publish, and distribute the contri-
bution, in the Jowrnal or otherwise, in any form or medium. Authors
will not use or authorize the use of the contribution without the So-
ciety’s written consent, except as may be allowed by U.S. fair use law.

UNITS OF MEASUREMENT Authors should express all measure-
ments in conventional units, with Systéme International (SI) units
given in parentheses throughout the text. Figures and tables should
use conventional units, with conversion factors given in legends or
footnotes. In accordance with the Uniform Requirements, however,
manuscripts containing only SI units will not be returned for that
reason.

TITLES AND AUTHORS’ NAMES With the manuscript, provide a
page giving the title of the paper; titles should be concise and descrip-

tive (not declarative). Also include a running head of fewer than 40
letter spaces; the name(s) of the author(s), including the first name(s)
and no more than two graduate degrees; the name of the department
and institution in which the work was done; the institutional affilia-
tion of each author; and the name and address of the author to whom
reprint requests should be addressed. Any grant support that requires
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ABSTRACTS Provide on a separate page an abstract of not more

than 250 words. This abstract should consist of four paragraphs, la-
beled Background, Methods, Results, and Conclusions. They should
briefly describe, respectively, the problem being addressed in the
study, how the study was performed, the salient results, and what the
authors conclude from the results.
. KEY WORDS Three to 10 key words or short phrases should be
added to the bottom of the abstract page; these will help us index the
article and may be published with the Abstract. Use terms from the
Medical Subject Headings from Index Medicus.

REFERENCES References must be triple-spaced and numbered con-
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Numbered references to personal communications, unpublished
data, and manuscripts either “in preparation” or “submitted for pub-
lication” are unacceptable (see “Permissions”). If essential, such ma-
terial may be incorporated in the appropriate place in the text.

TABLES Double-space tables and provide a title for each. If an ar-
ticle is accepted, the Journal will arrange to deposit extensive tables
of important data with the National Auxiliary Publications Service
(NAPS); we will pay for the deposit and add an appropriate footnote
to the text. This service makes available microfiche or photocopies of
tables at moderate charges to those who request them.

ILLUSTRATIONS Figures should be professionally designed. Sym-
bols, lettering, and numbering should be clear and large enough to
remain legible after the figure has been reduced to fit the width of a
single column. )

The back of cach figure should include the sequence number, the
name of the author, and the proper orientation (e.g., “top”). Do not
mount the figure on cardboard. Photomicrographs should be cropped
to a width of 8 cm, and electron photomicrographs should have in-
ternal scale markers.

If photographs of patients are used, either the subjects should not
be identifiable or their pictures must be accompanied by written per-
mission to use the figure. Permission forms ate available from the
Editor.

Legends for illustrations should be triple-spaced on a separate sheet
and should not appear on the illustrations.

Color illustrations are encouraged. Send both transparencies and
prints for this purpose.

ABBREVIATIONS Except for units of measurement, abbreviations
are discouraged. Consult Scientific Style and Format: The CBE Manunl
for Authors, Editors, and Publishers (Sixth edition. New York: Cam-
bridge University Press, 1994) for lists of standard abbreviations. The
first time an abbreviation appears it should be preceded by the words
for which it stands.

DRUG NAMES Generic names should generally be used. When
proprietary brands are used in research, include the brand name in pa-
rentheses in the Methods section.

PERMISSIONS Materials taken from other sources must be accom-
panied by a written statement from both author and publisher giving
permission to the Journal for reproduction. )

Obtain permission in writing from at least one author of papers still
in press, unpublished data, and personal communications.

REVIEW AND ACTION Manuscripts are examined by the editorial
staff and are usually sent to outside reviewers. We encourage authors
to suggest the names of possible reviewers, but we rescrve the right of
final selection. Only one copy of rejected manuscripts will be re-
turned, usually within six weeks. Decisions about potentially accept-
able manuscripts may take longer.
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Is Informed Consent Always Necessary
for Randomized, Controlled Trials?

To the Editor: Truog et al. (March 11 issue)! propose ex-
panding the categories of research for which institutional
review boards could waive the requirement for obtaining
informed consent beyond the categories currently allowed
under applicable federal regulations. Such a proposal would
allow investigators to ignore the central biocthical princi-
ple of respect for persons on which informed consent is
grounded. The authors fail to marshal a persuasive argu-
ment for violating this basic tenet of research ethics with
regard to human subjects.

Truog et al. begin their argument by observing that
many physicians rely on “general” informed consent, rath-
er than “specific” informed consent, when using innova-
tive approaches to the clinical care of individual patients.
By inference, they argue that general informed consent
should also suffice for certain randomized, controlled tri-
als comparing treatments that do “not involve more than
minimal additional risk in comparison with any of the al-
ternatives.” Their reasoning has two major flaws.

First, in many cases, general informed consent is inade-
quate for innovative clinical interventions. In such cases,
physicians should provide (and most conscientious physi-
cians do provide) the patient or the patient’s representative
with additional information, including a description of the
proposed innovative intervention, the reasonably foresee-
able risks and discomforts associated with the interven-
tion, its expected benefits, and available alternative thera-
pies, thus obtaining specific informed consent. Second,

whereas general informed consent establishes a fidu
relationship between an individual patient and a phys
this fiduciary relationship does not extend to the relag

ship between a researcher and a subject. y
One of the authors’ proposed new criteria for allow i
)

the waiver of informed consent is that “no reasonabl
son should have a preference for one treatment over
other, regardless of the differences between the treat
being compared.” Truog et al. appear to ignore the
sumption that most reasonable people would insist o
cific informed consent for rescarch and would v1em
waiver of their consent as a violation of their basic rig
except in a limited number of circumstances. In add1 il
the principle of respect for persons does not rely on
reasonable-person standard, but instead refers the de¢
about whether to participate to the individual prospec
subject.

In support of their argument, Truog ct al. state, “St
ies have shown that patients rarely demonstrate an
quate understanding of consent forms and often doy
even undcrstand the meaning or implications of rand
ization.” These observations merely emphasize the rf
to improve the procedures for obtaining informed con;
to ensure that subjects understand all pertinent aspect
a research protocol before enrollment.

For many of the types of rescarch described by the
thors, obtaining informed consent from each of the s
jects would not appear to be a major impediment to ¢
ducting the research. Indeed, in accordance with
authors’ own criteria, most people would not have a.p
erence for one treatment over any others being studid
Therefore, most prospective subjects approachcd dur!
the consent process would probably agree to participaté;
such trials. For those who did not agree to participate,
consent process would have respected and protected
rights.

Under the Common Rule in the Code of Federal
ulations,? institutional review boards can waive or alter (8
requirement for obtaining informed consent when the | [;
lowing criteria are met: “(1) the research involves no m
than minimal risk to the subjects; (2) the waiver or alt
ation will not adversely affect the rights and welfare of ¢
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subjects; (3) the research could not practicably be carried
out without the waiver or alteration; and (4) whenever ap-
propriate, the subjects will be provided with additional
pertinent information after participation.” Truog et al.

have failed to present a sound argument for changing
these criteria.

MICHAEL A. CAROME, M.D.

National Institutes of Health
Rockville, MD 20892-7507

1. Truog RD, Robinson W, Randolph A, Morris A. Is informed consent
always necessary for randomized, controlled trials? N Engl ] Med 1999;
340:804-7.

2. 45‘C.F.R. §46 (Protection of Human Subjects). (Rev. June 18, 1991,

Tb the Editor: The article by Truog et al. is based on a
false premise. The authors claim that there is a distinction
between “general” and “specific” informed consent and
between informed consent for “therapeutic” innovations
and informed consent for “research.” These dichotomies
are both false and dangerous. Modern informed consent
is meant to safeguard the patient’s interest in decision-
making autonomy (liberty) and respect for persons and
their dignity! There is only one standard for informed
consent: consent that is voluntary, competent, informed,
and based on understanding.? The doctrine is meant to
empower patients to make decisions and has nothing to do
with making things easier for physicians and researchers.

MICHAEL A. GrRODIN, M.D.

Boston University School of Public Health
Boston, MA 02118-2526

1. Annas GJ. Questing for grails: duplicity, betrayal and self-deception in
postmodern medical research. J Contemp Health Law Policy 1996;12:297-
324

2. Katz J. The consent principle of the Nuremberg Code: its significance
then and now. In: Annas GJ, Grodin MA, eds. The Nazi doctors and the
Nuremberg Code: human rights in human experimentation. New York:
Oxford University Press, 1992:227-39.

To the Editor: Truog et al. rely on the reasonable-person
standard to determine whether persons should be in-
formed about becoming subjects in a randomized, con-
trolled trial. This standard would require informing pro-
spective subjects whenever enrollment in the trial would
lead to additional tests, clinic visits, or other inconvenien-
ces beyond those associated with ordinary treatment. It
would also support informing prospective subjects if the
investigators planned to collect and maintain records of
confidential information apart from the standard medical
record.

Both these criteria are related to the broader issue of
how the reasonable-person standard should be interpreted
in the context of research. In the context of the law, the
standard is usually interpreted by a jury of one’s peers.
Truog et al. suggest that an institutional review board can
apply the standard to determine whether informed con-
sent may be waived. But most boards are composed pri-
marily of employees of the research institution, together
with one or two members of the community. This group
is not sufficiently representative to judge when a reason-

able person would want to be consulted about participa-
tion in a clinical trial. At a minimum, the decision about
whether to waive informed consent should be made by a

group that more closely resembles the population of pro-
spective subjects.

" REBECCA DRESSER, J.D.

Washington University
St. Louis, MO 63130

. T the Editor: The argument by Truog et al. that in-
formed consent should be waived for participants in
certain types of randomized clinical trials is at striking
variance with the current trend toward increasing the re-
quirements for informed consent, even to obtain retro-
spective access to medical records for epidemiologic stud-
ies that have no influence whatsoever on the patient’s
medical care.

JaMEs R. JOHNSON, M.D.

Veterans Affairs Medical Center
Minneapolis, MN 55417

To the Editor: Truog et al. suggest that institutional re-
view boards be responsible for applying the criteria for a
waiver of informed consent. At a time when the adequacy
of the institutional-review-board system as a means of pro-
tecting the rights and welfare of subjects is being ques-
tioned,! proposing criteria that allow more discretion to
institutional review boards and place more burdens on
them may not be prudent. In an effort to provide public
notice, the authors suggest that institutions tell patients of
their intention to use their standards governing the waiver
of informed consent. Patients would then “have the op-
portunity to seek care elsewhere.” But such an oppor-
tunity may not exist for many patients, either because of
economic constraints or because their choice of care is re-
stricted by their managed-care plans.

HENRY SILVERMAN, M.D.

University of Maryland School of Medicine
Baltimore, MD 21201-1192

1. Office of Inspector General. Institutional review boards: a time for re-
form. Washington, D.C.: Department of Health and Human Services, June
11, 1998.

To the Editor: The reasoning by Truog et al. recalls the
beneficent paternalism that was common decades ago,
when many physicians argued that informed consent did
not apply to the research they did that involved their pa-
tients. Unfortunately, this reasoning survives, because as
the authors note, informed consent is often neglected in
treatment. Compounding this wrong fails to correct it.

An important purpose of informed consent, wt'nch the
authors ignore, is to let subjects know they are subjects. In
the proposed scenario, everyone knows but the subjects.
How can this be justifiable? Even if there is no reason to
prefer one intervention over another and even ff there is
only minimal risk, potential subjects may have valid reasons
to want to decide whether they become subjects.
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Another purpose of informed consent that Truog et al.
ignore is “to encourage self-scrutiny by the physician-
investigator.”® If a researcher cannot adequately explain to
potential subjects what the research is about and why it is
important, why should patients or the public be satisfied
with skipping the explanation? Justifying research to the
institutional review board is not the same as, and cannot
substitute for, informed decision making by patients about
their participation in research.

Nancy M.P. XiNg, J.D.
Larry R. CHURCHILL, Pu.D.

University of North Carolina
Chapel Hill, NC 27599

1. Capron AM. Informed consent in catastrophic disease research and
treatment. U Penn Law Rev 1974;123:341-438.

To the Editor: The Council on Ethical and Judicial Affairs
of the American Medical Association takes issue with the
statement by Truog et al. that “physicians can do almost
anything they want in the name of therapeutic innovation.”
Physicians must inform patients about the experimental na-
ture of the treatments they propose, whether or not these
treatments are used as part of a research protocol. The
council has issued a policy on this matter, titled “Opinion
2.07: Clinical Investigation,” which reads, in part:

In clinical investigation primarily for treatment . . .
voluntary written consent must be obtained from the
patient, or from the patient’s legally authorized repre-
sentative if the patient lacks the capacity to consent, fol-
lowing (a) disclosure that the physician intends to use
an investigational drug or experimental procedure, (b) a
reasonable explanation of the nature of the drug or pro-
cedure to be used, risks to be expected, and possible
therapeutic benefits, (c) an offer to answer any inquiries
concerning the drug or procedure, and (d) a disclosure
of alternative drugs or procedures that may be available.!

Research trials raise issues not found in the treatment
setting. Whereas patients who are given one of two drugs
as part of a treatment regimen can easily have their physi-
cians alter the dosage or switch to an alternative treatment,
these options are unlikely to be available to patients partic-
ipating in controlled research trials. Moreover, the public’s
distrust of research is likely to be exacerbated if patients be-
lieve that physicians can enroll them in studies without ob-
taining their consent. The only situation for which a waiver
of informed consent is permissible in research (i.., emer-
gency conditions) is markedly different from the situation
described by the authors, since informed consent can be
obtained in the situation they describe.

Making research easier to conduct is laudable, but this
goal should not be pursued at the expense of other impor-
tant goals. We do not agree that the authors have made a
strong enough argument for a waiver of informed consent.
We believe that physicians have an ethical obligation to in-
form patients about enrollment in clinical trials.

ROBERT M. TENERY, JR., M.D.

American Medical Association
Chicago, IL 60610
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1. AMA Council on Ethical and Judicial Affairs. Code of medical ethics:
current opinions with annotations. Chicago: American Medical Associa-
tion, 1998:17-9,

The authors reply:

To the Editor: Most of the observations about our article
are based on the assumption that a clear line can be drawn
between clinical treatment and research. That such an as-
sumption is widespread is not surprising, since an entire
bureaucracy, from local institutional review boards to the
Office for Protection from Research Risks at the National
Institutes of Health, depends on the truth of the premise.
We question this orthodoxy and suggest that there is in-
stead a spectrum that extends from established, evidence-
based interventions through unproved therapeutic innova-
tions to formal, randomized clinical trials. Qur point is
that much of clinical practice defies an easy dichotomy be-
tween “treatment” and “research.”

An analogy to our position is the story of the man who
loses his watch on a dark street but chooses to look for it
under the lamppost because the light is better there. The
current approach is to insist on the most rigorous require-
ments for informed consent in randomized, controlled tri-
als — not because these trials consistently pose the great-
est threat to respect for the patient’s autonomy but rather
because this type of activity can easily be identified as “re-
search” and thus subjected to institutional scrutiny.

Dresser expresses concern about the adequacy of a rea-
sonable-person standard, since most institutional review
boards have only one or two members from the com-
munity. We share this concern and strongly support her
suggestion of greater community involvement, precisely
because the purpose of having members from the commu-
nity is to be sure that the interests of the community are
adequately represented.

Carome argues that we ignore the central principle of
respect for persons. We propose not to ignore this princi-
ple but to balance its influence against other forces shap-
ing our decisions. He does acknowledge that there are “a
limited number of circumstances” in which patients would
be willing to waive their consent. We agree.

Grodin differs from the other critics by agreeing with
us that the requirements for informed consent are not
linked to whether the interventions are labeled as “re-
search” or “therapy.” Unless he is implying that specific
and detailed informed consent be obtained for every in-
tervention, from routine laboratory testing to each medi-
cation prescribed, however, we interpret his letter as im-
plying that the nature of the consent required is linked to
the nature of the interventions under consideration. This
is exactly our point, and it leads to the recommendations
that we outlined.

RoBERT D. TrRUOG, M.D.
WALTER ROBINSON, M.D.

Children’s Hospital

Boston, MA 02115 .

Aran H. Morris, M.D.

University of Utah School of Medicine
Salt Lake City, UT 84143






